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(54) TiUc: ANTIBODY AGAINST AMYLOID OR DERIVATIVE THEREOF AND USE THEREOF 

(54) &*9i®£$ft fi-Tiai v*ittt*o&mitKm&m*xv*om& 
(57) Abstract 

Novel antibodies useful because of having the binding specificity for 0-amyloid or derivatives thereof with 
0-amyloid acting as an immunogen, or monoclonal antibodies which recognize the N-teiminus, C-terminus and central 
portion, respectively, of 0-amyloid. The combination of these antibodies provides an assay method whereby p- 
amyioid can be specifically determined with a high sensitivity. This method is useful for diagnosing diseases in 
which ^-amyloid or a derivative thereof participates, such as Alzheimer's disease, and the antibodies are useful for 
developing preventive or therapeutic agents for Alzheimer's disease. 
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IS *fll # 

Mr 5. 

$ n-f KltTKM^IC (Amyloid Precursor Protein : £XT, APPi 

CjS-T^n^r K (1-3 8) ] E&l** : 1 
Asp-Ala-Glu-Phe-Arg-His-Asp-Ser-Gly-Tyr- 
Gl u-Va 1-Hi s-Hi s-Gl n-Lys-Leu-Va 1-Phe-Phe- 
Ala-Glu-Asp-Va 1-G1 y-Ser-Asn-Lys-Gl y-Al a- 
1 1 e-1 1 e-Gly-Leu-Me t-Va 1-Giy-Gl y 
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[j9-TS K (1 - 3 9) ] E?iJ#* : 2 
As p-A 1 a-G 1 u-Ph e-A r g-H i s -As p-S e r -G I y-Ty r- 
Gi u-Va 1-Hi s-Hi s-Gl n-Lys-Leu-Va 1-Phe-Phe- 
A 1 a-G 1 u-As p-Va 1 -G 1 y-S e r-As n-Ly s-G 1 y-Al a- 
1 1 e-1 1 e-G 1 y-Leu-Me t-Va l-Gl y-G 1 y-Va 1 

K (1-40) ) EM* : 3 
Asp-Al a-Glu-Phe-Arg-Hi s-Asp-Ser-GI y-Tyr- 
Gl u-Va 1-Hi s-Hi s-Gl n-Lys-Leu-Va 1-Phe-Phe- 
Al a-Glu-Asp-Va 1-G1 y-Ser-Asn-Lys-Gl y-Al a- 
1 1 e-1 1 e-G 1 y-Leu-Me t-Va 1 -G 1 y-G 1 y-Va 1 -Va 1 

c/j-r ^ k (i-4i) ) e?ij*# : 4 

As p-A 1 a-G 1 u-Ph e-Ar g-H i s -As p-S e r-G 1 y-Ty r- 
Gl u-Va 1-Hi s-Hi s-Gl n-Lys-Leu-Va 1-Phe-Phe- 
A 1 a-G 1 u-As p-Va 1 -G 1 y-S e r -As n-Ly s-G 1 y-A 1 a- 
Ile-Ile-Gly-Leu-Met-Val-Gly-Gly-Val-Val- 
1 1 e 

[/3-T5a^ K (1-42) } E3I«# : 5 
As p-A I a-G 1 u-Ph e-Ar g-H i s-As p-S e r-G 1 y-Ty r- 
Gl u-Va 1-Hi s-Hi s-Gl n-Lys-Leu-Va 1-Phe-Phe- 
A 1 a-G 1 u-As p-Va I -G 1 y-S e r -As n- L y s -G 1 y-A 1 a- 
1 1 e-1 1 e-Gl y-Leu-Me t-Va 1-Gly-Gl y-Va 1-Va 1- 
Ile-Ala 

[0-TSn^ K (1-4 3) ) E7B#*: 6 
As p-A 1 a-G 1 u-Ph e-Ar g-H i s -As p-S e r-G 1 y-Ty r- 
Gl u-Va 1-Hi s-Hi s-Gl n-Lys-Leu-Va 1-Phe-Phe- 
Al a-G 1 u-As p-Va 1-Gly-Ser-Asn-Lys-Gl y-Al a- 
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Ile-Ile-Gly-Leu-Met-Val-Gly-Gly-Val-Val- 
1 1 e-Al a-Thio 

^Mi-^^^^^irA/if^^^T^^Ts mMZ. P. SeobeitfefcJ: 
i&iT&lN (Nature, 359, 325-327, 1992) 0 -*>P. Seubci t b <DWm& 

(ommmmzm vg/mitm^ztixftv, m&x%z>mmt\z^z.te 

K [jS-T^D-Y F (1-2 8) bfc-f) b&BLJ&i-Zkm&tStlX 
V^ 0 jS-T^o^KOC^, 0-T$n>fK (2 9- 

39) , )3-T^p^K (29-40) > P>T K (29-41) , 

^-7> p/f K (2 9 -4 2) <5 0 -Z ^ D -'I' K (2 9 -4 3) K 

/S _ T ^ 0 ^ KtHft'tSw ^!Htfe5i:ft5i^ ±1B<Z>P. Seub 
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o-T K(l-16)£:&<gJl£ K(l-40) 5£t#£t£ 

ItiSCifi, fu^LfcP. Seubertk<Df&^b&^£*lS 0 t^b 

o*:3§£, ^o£ift£^T, ^lx.^fff^ LfcP. Seuber t h (D^ Lfc 

fca/Bi-s^icfcy, 0 -r =• n ^ k (1-28) t&m&j&-tz>z 

*WHfcLfcfcv*5*ft«tfri\, /S-r^o^K (2 5-3 5) tt, 

#*$&prc5;}l/"CV > ><5 (B. A. Yankner et. al. Science, 250, 279-282, 19 
90) o (2 5 - 3 5) fc^StfrfffcfEH 

o>f K (1-2 8) b&mBU&i-ZZ.kti:l,\zp-T$ *4 Kfrftjftft 

fcttf-TS n-f K (1-42) #£fctt*U -JfMsktgiaZp-TZ 
n-TKd-40) ^±te«t»i-S (T $ KT^^t^f-) :i 
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*<<1r7 4 9 Jy9* (Arch. Biochem. Biophys.) , 301, 41-53, 1993) 
o tits fi-T $ n> K (1-42) , J8-T^n>f K (2 6 -4 2) , 
n^f K (26-43) , K (34-42) ftifOC 

SM^Sr^fr^:?^ K#iiftot, *»tt©]5-T5 n>r K (1-4 

0) d tJ&if^*ift§ixTv^5 (^w^s* h 

(Biochemistry) , 32, 4693-4697, 1993) . £0> J: 5 )S- 
T^o-TK (1-40) b P~T 5. & J K (1-42) £ tf>$*5»ti:£<A 

T, T/wy^J~?-m(DmMZfto\a*, P-T*u4 K (1-4 0) 

1) 3-T^n>r K (1-4 2) i: Mli < MUJE*-*"* - £ 

H^L/co tlx, SfcfcWatrffofclt*, 
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■j-A'ififlO , tt^y^o-^tiL^sra^i-s^^y k— **** tt 

^CiKit Mtbll^-T^n^ F (2 5 - 3 5) , 0 -T 
^P-f K (35-43) , j3-T^n^K (1-40) &±t*0-T5 n 
-Y K (1-16) trfMtmt IT, */^n-^|ft#*f[ftfP«U 
rn^Sr«a^^t>*5Ci(Cj:»J, /3-T 5 K (1-28) 

25-35) , K (35-43) jBitfjS -T5n>fK (1 

-4 0) zftmrnt tt j8 -t ^ u 4 FtLtzfozoffimftocmnzm 
m-rz^y * n— jvhk# x m^BA- 27a, Bs-ssa^it; 

BC-0 5 a £tft£Lfco ^tlbO?^, B S - 8 5 a fc£ tfB A- 2 

fe"f , P-T $ n>f KON««H 5 K (1-16) ) fcfchf 3 

BAN-0 5 2 afc N i{;BAN-50a £ § £ \Z X !K P 

#5:i:#l!i^ftofc, BC-0 5 a £BAN-5 0 a £ 

^tfcfy yf-MiB!^«, (1-40) 
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EatS^/^n-t;^ 09;iJf B P- 9 0 a SrflLfcLfc. 

**53©^t^i©loli, (3-T $ o>f K (1 — 40) 
0/ f K (1-4 2) i:tW*«K:^JW3e*rsc:i:#'Ct*f-vK^y 
f^tfe?r«ftTi5:^fc5. 1"*:bt>, BA— 2 7 a tBAN- 
0 5 2 a *fcttB AN-.5 0 a i: &J&ft*£fcH2:fcf-y yfttSt 
ttjS-T 5 o^r K (1 -4 0) Srtfeffl-C£5#j3-TS o-f K (1-4 2) 
tt*feffiLfcV\ *fcBC-0 5a tBAN-0 5 2 a^fc(iBAN-5 
0 a ££j$a^fc>i*:fcf"^ K>f yf-fem&Http-T $ *4 K (1-4 
2) Ml?#5i^-7;n^ K (1-4 0) ttftffiLfcV\ $ fefc 
BS-8 5a tBAN-0 5 2 altHtBAN-5 0a t ZUfr&iilt 
fcf^Myf^i^fii^-T^n/f K (1-40) fii^^-r^n 

-r k (i-4 2) Sr&ffl-rsr £#-et 5 0 l^^ot. 

o^K (1-40) t /3-T 5 n-f K (1-42) £ SrWlBftfc^WJ* 
Umvtt^Z b*to*bir&t6 (1) 3Ue^©Jn;#, 

(3) iftff^BBJo** : 8T*&ztiz,T $ / wtmw**rr&i$&'<'77- 
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«JT/JK»4/00U»y 



(4) ttcittfmwm*: 8-vm:^ti^T^ ymmm^^-r^u^^'f- 

(5) &##*y*o-^ftfl:-e*>5» (1) fcl^l, (4) 3ClEfctf> 

(6) 0 (5) mmm*; tv-j-si'fcftzmziirz^y'v k— 

(7) EH**: 7T«§ti5T5y|IE?ll«r*1-5lP^^K»J: 
V (*fcl4) @E?iJ#-^: 1 0T«Sil«7 5 y»B^fe*-f 

*«©»^^Kfc#ft«IfcSJt&-r5BAN-0 5 2 a ^Sta* 5**1,5 

(8) E?iJ#*: 7t?*S^5T$/ilE^ISr^ri-5»^^K»i 

E?iJ#*: i o-e^£*i,$T^ /siE^^-rs^^ 

(9) H (7) JSfB*<0-=EV*n— j-;^^Mt5M^y K— r" 

(i o) si (8) mmmo*;?*— r^m^m^-r^^zfv k- 
(ii) eh**: 7T?**jfc$r$y*EW**i-**5#'<:/*- 

(i 2) ift#**/^n-^iit#-c*)«» (i i) TOfc^ftfc, 
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(13) I (12) ^IBiHr/*n-^A^#£M£1-5'W^y K— 
(1 4) 0 (1) , m (7) , 0 (8) SfcttH (1 1) QCfiBttO^ 

(15) « (1) * (7) (8) 

#£fflv^3 r £ £#1§fc£-f 5$$^*tf> J3-T ^ nxf Ko£*&, 
(1 6) * (1 1) fc, m (1) , ML (7) *fctt* (8) 

(17) r^y^>f v-*0tMWfcjiiv*&ft5» (14) - (16) « 

-hlB (1) 0>#* LVMMItt, 

(1 8) p-T$u«C K#££|#*: l, |EJIJ#^ : 2, EM* : 3, 
: 4, IBM* : 5SfcttEM* : 6 7?^ T 5: 7 ^SB 

wt^-fs^^K-c*)** (i) mm<o$Lfts 

(19) j8-T$n>f K<DR*fl:# MEM* : 5 "C* T ^ J Wt 

ia>?ijom2#g-4 2#@or^ / ^m^ir^^zf^ y\ mm 

* : 5T^£3x5T* / miB?!Jtf>|£3#B~4 2#gOTS 7 HE #15: 

Lfc^T^K, EM*: 5T«*H57$/»lHO*4#B-4 
2#B©T§yi*E?U*:*'*-3'*:/*'K*fctt EM* : 1 ~EM 
*: 6"e**H«T5y|IEW*»felH»B^l 6 # g ^ / HE^O 

f«^^K"C*)6JI (1) *E«<0£tfr, 
(2 0) £-T5n^ K^fctt-tOfl^fr^C*!!©*^^ K©C 



FLT/JK»4/0U08y 



(2 1) 0t#^G^!l#-9- : 7Tf*§n5T$ y 1MB 3*1 a^T* 
*KMMbfcl^fcfc#ffc*1-<5jr (1) , (1 8) fcV>L (2 0) 

(2 2) #L##E?lJ#-i§- : 8t^$^575 /mmW*G1r ZUft^? 
^KtMt <5£ fc fcWKfcl-** (1) , (1 8) fcV*L (2 1) * 

(2 3) Ht#^fi^l#-9- : 9T***lST 5: /itJUWtS*^ 
^Ktr«1-*ii«r#fti:-f«il (1) , (1 8) fcv>L (2 1) a 

±15 (2) ©#*Lv*fMH\ 

(2 4) SSJiJ#-t: 8t?*$ttST5/ifeia^JSr^ri-5^^^f- Kfe 

(2 5) SH?!J#-^ : 5"t*$t£tlZT$S&&m&G'tZp-T$U'( K 
Sr^Sii-5r b&ftmt-rzm (24) «K«ott«:T?*>5 0 
±15 (3) <D#* LHMItt* 

(2.6) e?u**: 8-vm£fi5T$ smmmzm-f znft^zf^v* 

mffi-TZtK E?U##: 9ti$il57^ / miB?U £^1" 5 
K*IMLfcl*::*fc*ffcfc-*-SEai»* : 1 T^$ti57 ^ 7 &E3I 



- 10 - 



WU 5W171V7 



±12 (4) ©#*lhr*m\ 

(2 7) £81**: 8T**n5T5/KEW«:*r5»^^KS: 

K"C*>5» (2 7) 9ME*©#t#8 £tf 
(2 9) Efll** : lT?*StL5T$/iftE^ISr^i-5i8-T5n>r h\ 

v^fc*tt*fci-3* (2 8) TC«©«:ff-C«>5. 
±IE (5) LV^£U2 X 

(30) BA-2 7atl^$il5^ (24) £fcfi (25) ^IBS^CD 

(31) BS-85 a-C****l5* (2 6) TO*©*/ *n— 

(3 2) BC-0 5 a (2 7) ftVNL (2 9) ^IB*tf> 

(3 3) /3-T Sc.* K*fctt*©»J»(*:©^^M 
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fem\z£z>mmfcm^btiz>% (i) *v*l (5) a<t^ as) * 

(3 2) TO*©«;###* LV\ 
±!E (6) ©ffiLHMtt* 

(3 4) Jg (3 0) *e«*/^n-^tt#«r*41-*^>fyy K— 

(35) n (3D / ^D-^tt#«ra4i-*/N>r^y k 

(3 6) m (3 2) TO*©*/ ^o-^JtftSra^-f K 
±IB (7) £<fctf (8) 0#* U^«8*fc 

(3 7) j3-T^ K^Em • 1 . EBI#* : 2, E3I#* ■: 3, 
SE^J#-^: 4 X @H?IJ#-^: 5 * ttE?!l#-^' : 6 SftS T 5 / &SE 
W«r#i-*^^K-r*>*» (7) £fcf* (8) TO*0>*/*n— 

(3 8) /l-7 5o>fKOW##' EJWt*: 5-C***L6T5/* 
@S?iJ4>Sl2#B~4 2#gcoT^ /*Efll*r#;rS*<^l*\ Efll# 
■fr : 5t*Sii5r5 /^IE?iJ<E>!&3#g~4 2#|OT^ /^IE?iJ£ 

~4 2#B©T5/ifeE^Jfc^5'<:7 p ^KT?S>3£ (7) £fcte (8) 
TO4fc©£i#;BJ:tf 

(3 9) K£fctt*OB§g#©^y 
JfettfcJ:«**fc«v^*L«|5 (7) , (8) , (3 7) Htcl* (3 8) 

TOfc^ttfr-eibs. 

±e (id <o0tL^mmt ttti, 

(4 0) KtfE9U** : 1 , E3I#* : 2, gE?U## : 3. 
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m^-rz^^vxtbzm (in mumvfcft. 
(4 i) p-t vommfttf m?m%--- 5-?mztiz>T^;m 
is?yo!i2#@~4 2si©r s: ymmm^^i-^^^ k> ia?"J# 

^ : :> /MIE?iJtf>SI3#@~4 2 # g ©7 ^ / &ia?iJ£ 

Lfc^T^K, ia?U#-^: 5 ^^ftST^ /^gE?iJOH4#B~4 
2S1©7>; yMSB^J^^r*f6^^K^^« iE?y#-f§- : 1~IE?IJ# 

3= fc&n 1 # b ~ 1 7 # b <dt ^ / mmm&Mn ltct^/ wimQzt 
•r^^y^KTfe^m (i.i) mmmofoft. 
(4 2) /3-r 5 v^tzit^ommm^mmm^ : i~eai##: 

6T^$n57^ /^BB?!Jd^^l#S~l 6#@OT ? y^sa^ij^fc 

iimi#s~i7#@(Dr^y miE*w*#n tfcr ^ y ^ia?u 5 

KtfcS^ (11) JHEg^&tt, 

s: y m&mfr t>m i#s-i6t 1^7^ mmmt. tutm 1 # @ ~ 1 

I (11) *G*4>ttfls 
(4 4) ^TL^dSSB^U^-^- : 1 lTfcSftSTS/MEWfctf'*"*'*:/*' 
KtBit5Cil:»ii:t5» (11), (4 0) *V*L (4 3) B 

(4 5) ^-7;n^ K*fctt*0»3H|!0ty N y f 

femiz.£z?tm\zm^btizm (id > (40) fcv^u (4 4) m 

±15 (1 2) ©#*LVMMI£ tt», 
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(46) BP-90a vm^tStl^M (12) ^ 
±!5 (13) ©#*LVMB#£ LTtt, 

(4 7) % (4 6) *B*©*/*P-*A4W**£*S^f K 

±15 (14) OfttL^mWibLXl*, 
(48)*(1),I(7),I (8) *fctt* (1 1) 

&&#te:*t£ Vtcmmt 0 -7 $ n >T K4fctt*<D«i*fl:© 
±15 (15) OffiU^iiUTtt, 

(4 9) &#±lC^fl:LfcjS-T K* 5 

Jfcfl: (1) 3gf5»tf>£t#-?fctK i^^G^lf t = 7£*:i:i 

(5 0) SE^iJ#-^: 7£fc{*SH?iJ#^ : 1 0 -C*£ftS7 ^ / MB8lfr 
KS:»«*f SJftfr^B AN- 0 5 2 a SfcteB AN- 
5 0 a StlS^y ^ a-t/W"Cfc§I (4 9) 3Si5«ctf)£* 

Si, 

(5 1) fifr±fc3F»{bLfcj8-7$o^ KKJttSRttfii^Iift 
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rci/jrswuuuBy 



&tltzP-T$ K^ftS^©-^BA-2 7 a, BS-85 
a£fcf*BC-0 5 aT^^^tt^^y ^D-^m^-efetls -ftfe^^ 
BAN— 0 5 2 alfcfj:BAN-5 0 a & it S ^ / * n-^/^ 

ifrvbzm (4 9) «fB^tf>£*&, 
(5 2) fefr±lc^mbLfc^-T$ KlC;Tf 5&#£<fctfi!M: 
nxf Kl:»f5^©-^^BA - 2 7a 
^/^o-^/H?t#T?fclK ffc^BAN-O 5 2 a£fci*BAN-5 

?iJ#-§-: 2T^$^5T^ymiB^JIr^-rS-<7 p ^ h\ EJB## : 3 T? 
fcSftST^yilEWfctfl-S^^KfcJ:** (*fctt) E?"J#^§- : 5 
T?*§tt<5T5y»EWSr3|-1-5^^K-e*>5* (4 9) 

(5 3) fi{*:±lc*#fcLfc0-T$nW > Kfc#i-«ift#i3 J:t««flS 
£tl1tp-T$ Kfc>l*-r5Kfr©— S-8 5 
^/ ? u—f/l-tiiftX-h V s Ifc^BAN- 0 5 2 a^fcttBAN-5 

oft^^dSE^ij#-t : i -c**ix5T^ /mmmzfi-rz^??- k, e 

*J#*: 2T*3:K,3T5 7llE*J*:*r-rS'<7 p *'h\ E8I## : 3T 
«Stt5T$y»E?«Sr^rl-«'<7'^KfeJ:t^'(*^:«:) E^J#-^ : 5 
t**n57 5ylEJ9*tt5^fKt*)5* (4 9) :>11E*cO£ 

(5 4) m^±{C^^bLfcj3-T^ nH' Kl^tS^i^Ift 
£tltz(3-T$ u4 h'lZtt"fZ>$Lfc<D—jj&BC-0 5 a *l 3 
^a-t;^tJ,!j, WBAN- 0 5 2 a*fc(iBAN-5 



WU 5W/171V7 



mm* e?u# ^ ■• 5-vm&tiz>r^ / s£bh?u ^tts^T't KTfc 

Z>m (4 9) ^IB^O^fi^TfeSo 
±|S (1 6) <D&*L\,mmtLXte, 

(5 5) £ft±fc*«fcbfc0-7$ o>f K* fctt*©li*#K:*ri-* 

fcfc<D-jj&m (11) TO«©tt#t?*>U, (1) «fB*fctf> 

m^^fciiiE?iJ#^ : 7&L<teE?iJ#f-: 1 0 T 5 / B*E 

(5 6) B*l**: 7*fcJ4BaW#*: 1 0 T*£ih,5T S / HEBI* 
^Ti-5«P^^KSr»«i-50t#^BAN-O 5 2 a ^fcteB AN- 
5 0a-Ci^$n5*;^o-t/«tfc5l (55) 3f iSiifctf)^* 

ft* 

(5 7) fi«:±WMtfc^-75n^ KlcJH- £tfMMfc 

^ n-^/Mftft^&y , i^^BA- 27a, B S- 8 5 a , BC 
-05 a. BAN-0 5 2 a4fcliBAN-50 atl^^tlS^/^ 

n-t^-efcsi (55) mm&ommm. 
(5 8) fifr±fc^*{bufc/5-T5o>r Kfc»rs$L#fcJ:tf*»fls 

&tltzp-T ^ u4 KW5^-^BP-9 0 a "e^&ttS 
^/^n-^/v^T'fcU, WBAN-0 5 2 a£fcteBAN-5 

o a -ei/T^lis^y ^ n-t^*-efc «J , p-r^uj Kifctt^ 
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WU JW171V7 



*#1-5^^K-e«>5* (5 5) JKfEgfcO 

(5 9) fifr±fc*#fcLfc0-T5 n>T KfcJM" <fc DMittfl: 

^y^n-t;^t&U> WBA-2 7 a, BS-8 5 alfcfcte 
BC-0 5 atl^^S^^D-tWTfeSJ, K 

r 5 yiftffi^^ftibfcr ^/ifts^jsr^r-rs^^ k-c*>5» (5 5) 

— r#fflj&tf>5^ BAN- 0 5 2, BA-27«J:r;BS-85lt^ 
4¥12^2 2 Bj&»&#fflfeAJMWF*BFr ( I FO) fc, tlt^5 
¥1^70^ &SfM?MrX£tttm£*X£Slffff§tt9r (N I B H) 

K— vJWte I FO FERM-BP(NIBH) 

BAN- 0 52 50386 4138 

BA-27 50387 4139 

BS-85 50388 4140 

£fc *mwv&btitz^ v F—?mm<D?h. ban- so« 

¥j*5¥1£ 8 Ha»&ttHfeA*MMff»Sr (IFO) tlt^5 
¥U27 B^&SlMKMXlRSWK^X^aEltmBf (N I BH) 



^>f^P K— -^#BJ§S I FO FERM-BP (NIBH) 

BAN- 50 50390 4163 
£kt£, **WT#bJlfc^>f^y K-v*IH|&Op fc, BC-0 5fc 

o«¥^5^i im 2 nfrt>m&mm%xm&ffii%±ti!j: 

«E«?E£ff (NIBH) taT©SK#f-T?*K$iiTV^ 0 
^4 7V K — ^^BflS FERM-BP (NIBH) 

BC-05 4457 
BP-90 4458 
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P 




7 5 


n«f K (1-3 8) 




2) 


P 




7 5 


p 4 K (1-39) 


m?m^ : 


3) 


P 




75 


n-f K (1-4 0) 




4] 


P 




7 5 


n^fK (1-41) 


[E?iJ#^ : 


5] 


P 




75 


n-f K (1-4 2) 


[Eai#* ■ 


6) 


P 




75 


n-f K (1-4 3) 


ce?u#-§- : 


7] 


P 




7 5 


n^K (1-2 8) 




83 


P 




75 


n>f K (2 5 - 3 5) 




9] 


P 




75 


MK (3 5 - 4 3) 


ce?u#* : 


1 0] 


P 


-7 


5 n^f K (1-1 6) 


CEW#* : 


1 1] 


P 


-7 


Sn^fK (17-28) 




1 2] 


P 


-7 


5 n ^ K (18-28) 



*3§^£tt3/3-7 5 Kfc LT(i, E*l#-^ : l^$tl57 
5/&E?iJ£*rr5 0 - 7 5 n <Y K (1-3 8) , E3aj#* : 2"e^£ 
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WU 3W1/13T/ 



nsr 5 /*EW«r*ri-5 f-r s k (1-39) , b?ij##- : 3 

T?«*ix5T$yilE?ll«r*1-<5/9-T$o>f K (1-40) , £8I# 

$ smmmzm-tz p -r $ k (1-4 d , 

EB**: 5-C*§*t5r^y»E?lJ«r^r-t-5/5-T5o-f K (1-4 
K (1-4 3) fc£#Jfll^&*i,$. 

KtfcttD-7^^7^^l^tt{btfct©> NW:t'nW; 
£ft3TS: /MB?U<D|g2#B~4 2#l©75;iEHIHt5^ 

s / &mmt. ftnm it i~i7#io7^; HE?y#$c*n Lfcr^y 

»EWtrtt*^f K /l-7§B>f K (17 — 40) „ j3- 

75n^K (18-40) fcif) if tfJBV^ ^ b O /3 - T 5 



WU »4/17iy7 FL17J»4/UUU8y 

Tit, {iRl^-T^n^ K£fcte^<£ff##£f«1-5J^ IB?iJ#^ : 
7-e*Sn5T5y»fi?IISrW1-5»^^K t,, 0-T5 

p^K (1-28) T?*$*iS/i-T$n^ KON»ii©»^^K) 

(i) E?IJ#-^: 8fc«fcTJ?gE?iJ#-^ : 9 T*$t ZtlZ T 5 J &gB?lj *^1r 
Sft^^K (i-ftt>t), 0-T ^D^f K (2 5- 3 5) fc<fctf j3-T 
5 n^f K (35-43) ) «r»*L*V>a;fls 

(ii) IB^iJ#^: ^IBJIfcltSi^K. (1" 
**>fc* 0-7-5 n-f K (2 5- 3 5) ) »mt$tt#, ±U«F*U 

:b*>, /3-T5 B>f K (2 5 - 3 5) ) E3»* - 9t 

K (3 5- 4 3) ) fcML&l^iltft, 

(iii) ga?iJ#-^: STfcSftSTS/BE^fc^Stt^^K ( 
i"*t>t», 0-T 5 K (35-43) ) IBIt^tt^ <fc Uff* 

b<«ga^ij#-§-: 8-e^$tt5T5 ;Mmw*Gi-znft'<7?- k (-r 

j8-T5 n-f K (25-35) ) SMBttLfcl^tf, |3?iJ#-l§- : 
9T^^tlST5y^ga^J?r^-rS^^7 p ^K (-fftfc^ /3-T5 
o^f K (3 5 -4 3) ) ««f 5Htffftif#ff*bV\ 

±|B (i) <D$W©*TtN SB?lJ#-^ : 1 T^^tt^>T5 /^IB^iJ^ 
^Pf 5j3-T5n^ K (1-3 8) > EW#*:-2-C*§tl5T 5^11 
SB?iJSr^r"f 5 K (1-39) (£fcte) IB?U#-^ : 

3-?«^5T§/lEWttt5jJ-T5B^K (1-4 0) 
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WU Will 11*/ 



?iJ£*Tt5 jJ-75n^K (1-38) , EWtt : 2-e^£ft5T5: 
y ifeE^OSrWi'S /3 — T ^ n-^ K (1-3 9) > E?0#^ : 3-?^£*l 

ir^yiEWfcirtsp-r $ k (i - 4 o) , e?ij#-j§- : 5t? 

***t5T5/HBWtr#1-«/J-T5'BW K (1-42) 3 

£fc, ±|S (ii) <Z)^Ottt;> B?!J##: 1 T?***l5T"5 ^ » 
mmZ^lrZ K (1-3 8)-« Eft#* : 2-e*£*t3T 

5yiftE^J«r^ri-5 )3-7^/fK (1-3 9) , E^J## : 

nar $7HE*j«r^i-Sj8-T$Ei<'r k (i-4 o) <B«fctf (**:«) 

EW#*: 5T?**tt5T§yilE?0«r^ri-S^-T5o^ K (1-4 
2) tr#fc»Kt.»tt##ff*tV\ 

±|E (iii) tf>£t#£)*-?tK T/py^-Y^— *!A#OJK^ 

7^/^JW5^-7^n^ K (1-4 2) ) frttcmtSft 

K (1-4 2) OTt^^ Eft** : 1T^^57 
^/mmWZm-f 5 ^-75o^K (l - 3 8) , Eft#-§- : 2T^$ 
ftSrs/fcEaiSrtf-fSjS-TSn^ K (1-3 9) ££tfE3l#* : 
3T*3il5T$/BEft**r*-*l8-T$n>f K (1-40) trfBtt 

±12 (i) ©£t#<Dft*0!U: UTtt, BA-2 7aT^$tl5^/ 
^B-^/^^fcy, _LfE (ii) LTtt. BS-8 

5ati^$n§^y^n - f ^ ij % JhfE (iii) O^frOft 

*HilTli > .BC-0 5a, BC-15a, BC-65a. BC-7 
5a, BC-55a BC-05a^lV\) T^I^&ftS^ 



WO U4/171V7 



PCT/JP94/00089 



<Y K (1-2 8) ) SS?iJ##- : 1 0 -e^£ix5 T y 

MB?iJ£;£-f SSB^T^K (P - T K (1-16) ) 
5^/ * n— TvHftft^V^tt, ^KlH{4BAN-5 0 a, BAN 
-0 5 2 a, B AN — 1 1 a x B AN — 3 0 a x B AN— 2 0 a , BA 
N- 4 0 a Tf^^tlS^; ^ n--7V^#ft£*#5&5tfS, #{IB AN 
-0 5 2 a£fcteBAN-5 0 aT'I/T^^^^n-t;^^ 

mm^: i 2T«$n5r^yMsa?iJtr^ri-5ifP^^^K^^"r 

*^^1#§~1 6#@OTS/^IB?!J3;fc«3U#i-'l 7#I©7 
#g-l 6&B<DTK/®mm (gB^J## : 1 ltf>T5/&iE?iJ) £fc 

fi^i#@~i 7#gor^/M@aa?ij^^^LfcT^/^@s^j (sa^j# 

LV\ ^ftftJtdte, BP-Ola, B P-0 2 a , BP-03a &1tte 
BP-90 a V&TF&tlZ*; ? n~—)-;V%ifct£}£tfm\^tiZ> 0 ztl 
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fVl'/jrSWUUUJW 



?u—1r,vfcfc<D oh. B P - 0 3 a.fc &X$B P- 9 0 a te@E?iJ 

(1) 0tJK4>Ml 
5) o 

-4 3) ^i*^75 / -i^f^-W^^^^f^-f^ifro^ 

^y7 p Df7-^ia»JN^feur; (**:«) c**36»fe«*iD*» 

n-T K (1-4 3) SrS^^aiv K^y^y-^(CJ; U*P7K^A?UT# 
t]J-75o>f K (1-42) *rfts«Lfc#£\ «fp«t»tc j8 -T 5 



WU SW/171V7 



MjT/jrswwHwy 



K (1-41) ftXXf (Sfcte) /l-7>;n>f K (1-43) tfiS^L 

KttJKiW-©«afc*+«t;©^ K (1-4 3) 

tenors ;wmw\zia^xzm&>±> ^l<li6#)l±©7^^ 

K-a-^O^rfet ITIt #Jx.tfB. Merrifield Ci**— J** * 
~? T*V%> fr$.%sv Vt^fx7^ (J. Am. Chem. Soc.) ,85. 
2149(1963)] , M. Bodansakyfc £m. A. Ondetti K 

(Peptide Synthesis) , Int e rsc ience Publishers, New York, 
196630 , Schroderfe«tU?Lubke [If ^/f K (The Peptide) , Acad 
emic Press, New York, 1965^] „ K£* 

ml 1985^] , *Mmnzvmm*¥ t&fc^mmmmi. 

?^s<?W<D4k¥lV, 205, 197730 fc if tfJBl* #J;itf, @*B& 

if) ©fajh,a»0>«M&«:flH\ ]S-75n/f K&SlMi £ -7^o^ KM 
ii^^^f- KOC3fJHi«»6»#l75yit»tti:ftorimt 
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U y^y©£-7^S(iCl-ZSTMl^ ^n^^OTK^f* 
Br-ZltMl, 7;^y©^7^KliiTo slt§fl, t: 

*»WOWJ»»l!:i3V^T, T^y»^Srl&#tf^i-5»^, IUPAC- 
IUB Commision on Biochemical Nomenclature \ZX <5P&-^-&£V >k f3:^i£ 

PAM- : 7^-SlsT±? $ 7 As 

B o c : t -^^/l^dr^/l^—/^ 

Cl-Z : 2 n n 

Br-Z : 2 -^n^E-— 

B z 1 : ^^vvl" 

OcHex :->^n ^ j\, 

OB z 1 : ^^i^/VJ-^f ^ 

To S : p — Y jV3L.^^;\,-fa-;\, 

HO B t : l-^y/M)7/-/> 
M e B z 1 : 4 - ^ ^vW^ Vfl/ 
Bom : ^^^/W^-^r^^fr/P 

DCC : N, N' - n^i^jfr/utfsM' ^ K 
G 1 y 

Ala : 77=y 



— OK — 



Va 1 


: ^ 


Leu 




I 1 e 




Ser 




Th r 




C y s 


: i/Xr^y 


Me t 




G 1 u 




Asp 




L y s 


: y *?> 


A r g 




His 




Ph e 




Tyr 




Trp 




Pro 




A s n 




G 1 n 
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-2, ^-a- 

p d p ft t*) *&fo$^tz'&m7tirz> ztizxv ^x-^mzmx U 

(2) ^y^n-f^^i 
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1V17J«»4/UU08J» 



-fjs, K 7>;K fc^s^ ir=¥, ~I7 h VftZ&lb 

Mi02-5 BtllclMSfctty >v<tt«r#»U ZtihK^titiZ 
*tf>£tj3-T^P^ Ka#flli©»£tiu «ittf1IB©»«fl: j8 -T 5 n 
;^^y©^ C-^-f (Nature) , 2 5 6, 4 9 5 ( 1 9 7 

5) ] \zft\,^m~?%Zo m^i&mmbvxit, xy^v^yy =*- 

/V (PEG) VjA'XltZ&miT btlZtf, ^KttPE 

g*^^v>^5. 'wmmmmb vxittct^Ns- 1 , p3uk 

SP2/0, AP-lftZ&hlfibtiZtK P 3U 1 b<ffi 

£Ll^Jt^te. ii^l : 1-2 0 : liltfcij, PEG (£J£'L<«: 
PEG1 0 0 0-PEG6 0 0 0) #10-8 0 %S^©*afT?tKiP$ 
*U 2 0 - 4 0 °C, &IL<«3 0-3 7 "Cca* 1-10 #HfH 
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*MSflW*;*©l§£\ Ht^^xfttt^n^y ytt##ffiv^fe*t5) £fc 
^/ryy, ^5$^) Sr^ADLT> 1 0 - 2 0 % *M JIB jIl J» *r£ tr • 

tM^mufe/Big:^ m, rpmi 1 6 4 0) -efrbti^o /^yy k— ^ 

r^=-/ua:jR«fe, m^mm, -ary^m^ 

deae) taswm mm*>&. r»zm&. mmm&mn*>z 

**«BU tt-fr«r*«**Tttfr«r#5^»tt*|«ife*^] Clot 
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WO 94/17197 



PCT/JP94/00089 



v fr©CJBdl©*f|J^^ K(c#S^t:^JSt5r iSr4#*^-rS0tff, 
BAN - 0 5 2 a ^ n-t«, BAN-50 

art***, *nw^-T5B^ k©n*h, cimisjiv^i?*^©* 

(1) **«©/l-r5n^ K*fctt*©fH»#fc*tr5«:fri:, 
*ttc* 

(1-2 8) ) £J;tf (*fctt) e*J## : 1 0t?^$tl5T^ y^SB 
y«Sr*1-5»^^K (irtet>h. jS-T$n>f K (1-16) ) £ 
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wu y4/i7iy7 



rui/jnwuuua* 



Kl:#I^tS£t5 : i t5 WB A - 2 7 a. BS 

-8 5 a£fcteBC-0 5 a T^^tlS^/ * o-^0tfrT?*> U , 

jS-r^D^K (1-28) ) fcj;iM*fctt) IH^J#^ : 1 
(1-16) ) ^it5WBAN-0 5 2 0 

»BP - 9 0 a^SnSt/^n-t^MS, 

±e©«*ife (2) ©t-etu 4*fc 
m^&tiz*; — r/istfLtirzhv , wban-o 5 2 a^fcte 



KJT/JK>4/UUU8!> 



ban - 5 o a -e^f*£*L5^y * » — *vi4ftflre*> U, j8-r 5: n-Y 
K#eai#* : U SBJiJ#-§- : 2, SB^J#-^ : 3 * ft ttE*l#-* : 4T 

j8-T5 K*fctt*©»*#fc#i-5|ft#©-^#BS- 8 5 a "C 

au^stis^/^n-^i/^-efcy, wban-o 5 2 a*fcwt 

BAN - 5 0 a T*^t^£*l5^/ ? u—i-frtfLftVlb V „ £-7 ^ 
K#B50#* : 1, IB?iJ#^: 2, @B?iJ#^ : 3 4ftttE?!l#*: 5 "C 

asBc-o 5 ati/7$ii5^; — ^H5t#-e&y, h^ban 

- 0 5 2 a £fcteB AN- 5 0 a "CS^^ttS^y * n— ^HftfrTfc 

±Bofe-&m (3) ©it»-et>, 

p-T*uJ KW5»-^iSBP-9 0 aTf^Sil^/^ 
n— f^fr-CfcU, WBAN-0 5 2 atfcttBAN-5 Oat? 

2 ji5 7 5 y KE^ISrtt h\ IB?!l#-§- : 3T*^£;ft3 
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rcT/jnwuuuay 



n-^JSflc-e&y, WBA-2 7a, BS-8 5 a £fcteBC- 
0 5a T^^5^y^D-t«Tfc U , K*fctt 
*®||*tt#E;il#* : l~IB3?iJ#^: 6 xmZtiZ T $ J MB8I*>& 

F (ab') 2 > F a b ' iib <5 VMS F a b M^-ft ^fSrffiV^T&.tV^o 



WU V4/I71V7 MJT/jnWUUlHW 

2ftRiSttlRll*fcff*oTtiv^bl*IBS:-f LTffJfcoTfcJ:^. ft 
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WO V4/17W 



Itn'/JKWUUUBy 



LTIi, P-75n^K (1-4 0) Zft&mt LtMLfc^y * n 
—tvHBttt© ? P - T§ n>f K ( 1 - 2 8)' ££H£j£LftV^fl; 

%M-f%p--% = 7>? \> 9 s9- J £WmfcP-?%*4 K (1-4 0) SrJB 
V^5^^<D^^S!l^fe(^:feH^T, K (1-2 8) £ 

^JSSJSL*d»ofc^, ]S-75n/f K (1-4 0) fcSi&Lfc (B/ 
Bo =0. 5 £4-;L.5#i;lijUgg : 2 0 0~2 5 0 nM, 4 0 - 5 0 n g 
/well) „ Skfcl, j9-T So >f K (1-16) %fbt&W>b b 

—r>Vfa#L<» o UlCBAN- 5 0a SfcliBAN-0 5 2 a 

Ui«5^(Cffl!l^-C#5r £#IJI§£>a>£fcofc (tfcttUSg, 0. 2pg/w 
ell) o t-ftfet), **«Of> K*f y*tt**ft«Hfcfcfc»Lfc/8 

^OlIItLT, jS-T^n^K (1-4 0) U P —T 

Sn-f K (1-28) ir^^S^L^VN^y ^n-^-^^^^Ji^^ 

V^jh,3#, *ftb©ftfctt#rufcj8-r 5 n-f K (1-4 0) K*t 
-2 7 afc£##atefc/8V*&*t3. 



_ 0C _ 



rCT/JKWUUUBy 



jB-T§o^K (2 5 -3 5) i LTfP«Lfctt##»3i 

•ft^-T5n^K (1-4 0) *m'3lte&®l!tftftftatl&&fc& 
^T, K (25-35) iS^t (B/B c =0. 5 

fcSJfcli^ftS : 20nM, lng/well) „ 0 — T 5 n >f K (1-40) 
fcfcKJ&Lfc (B/Bo =0. 5 {fcJRMf : 8 0 0 nM> 1 6 

Ong/well) o ±j|tfcBAN-5 0 aJfc(iBAN-0 5 

pg/weii) o 1-**)*,, -^aw^u*^ K-r y^mmmfmmfemzft 

y ^ n— f ^0tfrt UT, jJ-T^n^K (25-35) l^fS^ty 

^n^K (i-4 0) £ffi£ifni£T&5i&g«ftv\ 
lt, ^j&ff, b s-8 5 &i>mu&\zm^btiz><, 

B S-85aiBAN-50a fe^VMJB AN - 0 5 2 aiS: 
•ft^fc-Brfef-^KW y^-tSfe, l)5HiBA-2 7 a iBAN- 5 0 a 
fcSlMiBAN-0 5 2 a ^ ^m^^^iir^i^^ K-f 5'^&^fc N V^T % 

^-r$n^K (1-2 8) *©2fci££J£ttfi»«>&ftfca»ofc 0 

^^18«^Lfc 0 4^MSI©^lt fca&l"*^ - -**^ 
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-<MMtj8-T5 K (3 5 -4 3) *^Slt*&0>lt*ft&&l 
2 6 7f, 17082-1708 6^-i?, 1 9 8 8¥) £<fc f J 7 

(1-4 0) fcd>ofc 0 rtlf)O^SrBAN-5 0 

So^K (1-4 0) {£ov^te£<&fciiLfcl^:: k&Wfrbtevlto 
W\ M»*f*»fe/9 -7 5 K (1 -4 2) 

^n^K (3-42) ^ |3-7;n>f K (2-42) , 0 -TS n-f 
K (4-4 2) &fcC)bki-ZNffiWm#iX1£\.1tft*m*'£t*Z. t 

T^n^K (1-16) Sr&ftJRU: LXftML1t&mmm\Z%^bti 
Itfco CJl^^ft(Dj8-7^n^ K (1-4 0) te*t-*-5EJ&tt«: 

^-rs^-^-^r^^-^^^-r^n^ K (1-16) tjav^s 
jR-^ifetJ; 'JP^^i:^ 6, 4SMM)5-7 5n^K (1-4 0) 
fc&flPfcSJ&ttSrWL-Cl**: (B/B„ =0. 5 Sr-£;t5ifcJMI£ : 2 
5~ 7 0 nM, 5^ 1 5 n g/well) „ $ £ft £> <E>£t#£lJ- V F 

#18«>e>Jh,fco ^ D-t;^ffB AN - 0 5 2 a ^lo 
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(BAN-lla, B AN — 2 0 a N BAN— 3 0 a) (Dtfifck 

(1-16) */^o-^tt#MiRt'<<*ffcfcl 6WH©ftfc«r 
ffcKLfco ^-*^V^—tf*«Ml2/5-T5o>f K (1-16) ZB^ 

-TSn^K (1-4 0) te&#fc£Jfttt&^rLTl^fc#, ZKOtefrX* 
^#CBAN-5 0 a jtftt&TrtJM^VM 3 

!Lfc/l-7$n^ KroN^ifKD^^f K^ltS^i IT, 
j3-7^n/fK (1-16) *a#trft««Hi«t"5#, #l-B 

AN-5 0 afc«fctfBAN-0 5 2 a ^ btl% 0 

IB^J#-^ : 1 2T^Stb5 j3 - 7 5 o>T K (18-28) ZfsMWLb L 

4tS/^^y K--**r9MlffcKLfco fe^Tffc, BP-0 1, BP 
-02, BP-03, BP-9 0W4o©^y!J K—r ft 
5*^n-t;^#BP-01a, BP-02a, BP-03a, B 
P-9 0 a##jgT?fcy, BP-0 3 0 a J3ia?iJ#-^ : 

llT^$ft5j3-7$u>fK (17-28) £ &f8i$-?"5 ^ ^^T^ 
So rftfc*/*n-^&#<Dfca>Tfc, #l:BP-9 0a^l-C 

Wilt. M&'&s «<J»;* hVyf&s V y-*iffct,ffiv^« 

:HW5, itefcTtt* «*ft«»t>©aj!5li:««tltJIKfc«rtt:frfc«- 
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rvi/jrw/uuuo> 



ftmmum (b) t^it cb/f#r) , B»j:tfFifvr*L*©« 

fc#t-5f|2^#&^£^5»Sj£ J $\ HI ltd: 2: ttWBftttfft 
t5o V^^*»©«©««*fc»ftb*4fc*"f»©ajlK*«r3fe*"*" 

tt*^Cfc^»tt©tt:**©**«ft"r5. «fc«*©ftj)K*#tfa»-e 

®<d&w, »fpafefcati#©a»©aiifttE**aD*.T /j -r$o>f k 

©«ft3R«:*«i-Jitf ±v^. £ft&©-«ttfcRflfM©fMBK:<>v*"C 
tt, ilR, /ifc**£fc#l»*S£fc#T?#S [fllxJf, Air IER 
WA/Tyt^f] (RRtt. Hgfq 4 9 ¥*fir) > Ail %B 
WA;7yt^f]. (RRIt, HJfe5 4«Mr) , 2UH£tefeli rg# 
*ftft»3e*J .<M*#R, BB»5 3¥*ff) > *;n*»e>ii r^s^ 
^SOft&J (J*2JK) (g¥*R. HBft 5 7 , 4ni|£ftg>il 



wu swmy7 



Fur/jKwuuuay 



mm&am&&i (i3i) ck^mu bb*i6 2***7) * ^eth 

ods in ENZYMOLOGYJ Vol. 70 (Immunochemical Techniques (Part A)) > 
IU# Vol. 73 (Immunochemical Techniques (Part B)) , IHH Vol. 74 

(Immunochemical Techniques (Part 0) , Vol. 84 (Immunochemi 
cal Techniques (Part D : Se 1 e c t e d Immunoassays)) x IDIf Vol. 92 (Im 
munochemical Techniques (Part E:Monoclonal Antibodies and General 

Immunoassay Methods)) „ Vol. 121 (Immunochemical Technique 

s (Part I : Hyb r i doma Technology and Monoclonal Antibodies)) (^±> 

as sin 

S&lBttv j3-T3: p-T K (1-4 0) *%L&\^tz'? Vx<DtfiftffiZ 
jS-Ga 1 Mmtp-TS. k (1-4 0) £fl§ V>T W^fcllr**:^ 

02HI«\ /3-T =■ u^C K (2 5 - 3 5) Zft&Cfr'??x<Di7Lftm 
Sr/3-G'.a l*«fl:^-r$ci^ K (1-4 0) SrjS^TW'Sfctt** 

/S-T^o-fK (1-16) *ft&Vtz'?Vx<Dt7iftmZ 
HRP««ftP-75B>f K (1-16) fc^TP'**:***:*-*-. 

$4Bltt* /3-T^n>fK (35—4 3) Lfc-r £ ^ (DtKfrm 

S:HRPif{^-7$o>f K (3 5-4 3) fc/BV^TW'* 
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WO V4/171V7 



«--i/J«»4/0UU8y 



1-o 

7jki- 0 (a) fijS-T ^ K (1-4 0) «:&agLfc-r?;*«:/BV^fc. 
»£\ (b) ttj3-TSn>f K (25-35) Srfcft Lfc^ **«rflr^ 
(c) fi/3-r S n>f K (1-16) * Srffil^ 

fc-fctf (d) tt^-75B^K (3 5-4 3) *fc«Lfc^* 

£6Btt, (3-T^u4 K (1-4 0) trftftKfcLTfMUS:*/ 

7 a<D0-T$ K (1-40) (-#-) , 
|3-7^o^K (1-28) (-A-) . N /l-7 5tJ^ K (1-16) 
(-0-) > j3-7^o^f K (2 5 - 3 5) (-□-) > fiitf/J-TS 
K (3 5-4 3) (-A-) fc#i-SR*ttt j3 - G a lMMb/9 
-T^n^T K (1-40) £/BV^&£$£-E I A -?3B £^1"o 
IRKKKl. ^6H1 (b) 5 n>f K (25-35) IrMIi UT 

ff»Ufc*/^.n-t^ftBS-8 5 a©KJfctt«rj8-G a 1 MMb 
^-T^n^K (1-4 0) £r,B! SH-a^— E I A"C^^^:^^:Sr^ 

#7B (a) fiirjt (b) H\ ^tl^tl/S-T^n^ K (1-16) 
Zftmmk LTMtf^^n-t/^BAN-O 5 2 a£«fctfB 
AN-50aOi?-7^n^K (1-40) (-□-), j8-T S K 
(1-28) (-A-) > &±Zfip-T$ n>r K (1-16) (-O-) 
C*ft SS^ttlrH R PlUft ^ -7 ^ o ^ K (1-16) SrJIi^S* 

^8 HI« N BAN-0 5 2 a (-#-) , B AN — 1 1 a (-0-) , 
B AN — 2 0 a (-A-) , B AN— 3 0 a (-□-) fei^BAN- 
50a (-■-) © j3 -TS K (1-40) 3RJ£ttSrHR 



wu w/msry 



i-vi/jKwuuwy 



P«MM:j8-r Sn^f K (1-1 6) £^5M£*fe-E I AT^^fc 

% 9 BttiMltt# £ 1TB S- 8 5 a -HRP£fflV\ @*B/B£i 
^HTBAN-0 5 2 a (-•-) , B AN— 1 1 a (-▼-) , B 
AN-2 0a (-A-) ^/:ftBAN-30a (-■-) V 
K-T s^-E I A<Dp-T $ n-r K (1-4 0) O^M^-To 

JglOBtt, ^i»ilTBA-2 7 a-HRP|ril\ H4S 
»HTBAN-0 5 2 a (-#-) , B AN — 1 1 a (-▼-) , 
BAN— 2 0a (-A-) Sfcte B AN - 3 0 a (-■-) fc/SV^fcU- 
^K>f 5?^-E I A<Dj3-7^n^ K (1-4 0) ©*!Pftl*«:;5*1\ 

mi lHtt, Mmift^^ LTBAN-0 5 2 a -HRP»\ 
iffiMfti LTBA-2 7a (-•-) *fc»BS-85a (-0-) 
*m^1fV-> HV y^-E I A(DP-T $ u4 K (1-4 0) ©$|3JS#& 

*12Htt, ilS^atBAN-0 5 2 a-H.RP (-O-) 
&<5 V^JIB A — 2 7 a— HRP (-□-) *rJBV\ ®mmtiiftbLXB 
AN-0 5 2 a ^Jfi^fcl^ K>f s^-E I A£> 0 -T 5 n K (1-4 

o) ema****-*-. 

^1 3 0tt, l*XMkft#& LTB S-8 5 a -HRP£/8l\ 
MiLtBAN-0 5 2 a (-#, O-) fc§V^(iBAN-5 0 a 
(-A, A-) SrffiV^-^VK-f y^-E I AO^-7^ n>f K (1-40) 
(-#, A-) fc5V^ttjJ-7$n>f K (1-28) (-CX A-) <D 

mi4nitt % ^m^iUBA-2 7a-HRPW\ mm 

Ffttfcfcb ltBAN-0 5 2 a (-•, O-) *>5W*BAN-5 0a 
(-A, A-) SrffiWcl^ yf-E I A<D -T ^ n ^ K (1-4 
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0) (-•, A-) $><5 VMS j3-T ^o/f K (1-28) (-CX A-) 

Ml 5Hf±, MfMWttt&LT (a) BS-8 5a-HRP (b) 
BA-27a-HRP, (c) BC-0 5 a -HRP^|t\ 

Hffiffl^iffi ttB AN- 5 0 a fc^Wcf-^ K-f s^ifc-E I A©, 
jS-7^D^K (1-38) (-0-) , P - TS.U'f K (1-39) 
(-A-) , ]S-75o^K (1-40) (-■-) , jS-T^^K 
(1-42) (-•-) , &>&VM3:i3— T^n-Y K (1-28) (-□ 
-) 

mi 6H», TA^!y/N>rv-*!A#«j*ii«»f»©/j-r 5 n>r K<&a» 

fi-HPLCfci5*aB»Oft«}SttSr, M*ttlft{*:2: tt (a) 
BS-85a-HRP % (b) BA — 27 a — HRP £r$JV\ @*@JS£t 
UBAN- 5 0a SrJBV^I^ K-f yf-E I AlCioti^fc 

tti*) *^A'IIilfcJ:y«MHt*Lfc«>t>* JBftHPLCfciD^Il 
fc^m^^-T (i(lltl=2 10nm) . 

am^) ©mi 7 pmn-Hi> l co&mm&o (a) no. 3 5, u) 

N o . 4 1 £ «fctF (c) No. 43 (D&M&VrX^? b 7VSr?a*-*\, 

fflfflfc) OH1 7©i«-HPLC*liJI»fcoV^, BNN£«£i#fc 
LT, (a) BS-85a-HRP, (b) BA— 2 7 a-HRP^i 
(c) BC-0 5 a-HRP^IV\ 1TB AN — 5 0 
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WU JP4/171V7 



FL17JK»4/UUU8y 



(1) j3-T5n^K (1-40) (DMlk 

TtJ|g(DBoc-Val-OCH2-PAMM(T7 p y>l' K *4 **s* ; rJ»X&m 0. 
71 g (0. 5 S y^e/W) fc/BV\ ^^K^tK(T7 p 7-< K 
^^AXtt3R*^H30A)SrKJffit^Lfc„ »H±<0BocS«r 5 0% 

/*fc#2 5 y^e^OBoc-Gly, Boc-Val, Boc-Met, Boc-Leu, B 
oc-Ile, Boc-Ala, Boc-Lys (Cl-Z) , Boc-Asn, Boc-Asp (OcHex) , Boc-Glu 
(OcHex), Boc-Phe, Boc-Gln, Boc-Hi s (Bom) , Boc-Tyr (Br-Z) , Boc-Ser 
(Bzl), Boc-Arg(Tos) fc/J-T^n-'f K (1-40) <DT ^ ; m.MWM 
UfcHOBt/DCCTJSttflSbTli^U ««j5-T5n>f K (l-4 0)-0C 
H 2 -PAM^J3|2. 7 0g£#fc o ro^jS-T^n-TK (l-4 0)-0C 
H 2 -PAM^J5|0. 5 6 g£p-* ^✓-A'^T***^** 1 Omit 
Ot:, 6 0£M*iJfiLfc|** *^**«r*JBE«*b»ift*r3t-^A,i o 
m 1 T2 0gt^Lfc ( , £ftt:5 0%-B«*TttffiU L 
5 0%-^*t^lfc, *i*ttfc<£fcHt\ 2-3ml«JE 

(2.0X85cm) fcttU l?d}«T*Sllf§ Lfc 0 ^SW^trHAMrltMU 
tfifeO^l 5 0mg£#fc o mir2 0%-Tir h y /u* 

(0. l%M)7;utnittf) 5 0mllMU W»H"C**b 
fcLiChroprep RP-18.*7A (4. IX 10cm) fcttU 2 0 %~~ 7 0 
%*T*<DT±'h-hVJi'&tem (0. I%by7;wta^f)^il 
HM«£4gIB^fcil L/Co »B£*r*»Mn.iChroprep R P - 1 8 # 
7A (2.6X6cm) lC#U 0%~5 0%ltO7t h~ h y A'zk&ffl! 
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rcx/jrw/uuiKP 



(o. i%hy7;^n^t) (Dummmm^mmm. ±mm&& 

Gly 6.85(6), Ala 3.44(3), Val 5.68(6), Leu 2.00(2), lie 1.39(2), 
Met 0.89(1), Phe 3.21(3), Ser 1.89(2), Asp 4.35(4), Gin 4.52(4) 

, Lys 2.05(2), His 2.86(3), Arg 1.10(1), Tyr 0.97(1) 

«*#tfffcJ:3(M+H)+ 4 3 2 8. 0 5 

HPLC*mi*|« 22. 8^ 

%y A : Wakosil— 5 C 1 8 HG (4. 6X100mm) 

mmm: Am (o. i%- hv y^umk^m- 

Btt (0. 1%- Ml 7A^*n|«^t7t b y A') 

3i : 1 . 0 ml /# G 
(2) [Cys 17 ] K (1-16) <^Mit 

rf?|g^Boc-Cys(MeB2l)-OCH 2 -PAMMJ!i(T7 p 7>r K /Mt^^rAX 
Ittt) 0. 7 5g (0. 5$!J*A0 *%\,\ K^i(T7 , 7 

K 'W*v-;^AXftM^>M30A)£^L^Lfco ^J5l±OBo 
cS£5 0% h y 7;^n^/tjfc^fi/^-CML7>; 7 £*£ft£ 
-OT ^ /^(C#2 ^ y ^-/K^Boc-Lys(Cl-Z), Boc-Gln, Boc- 
His(Bom), Boc-Val, Boc-Glu(OcHex) , Boc-Tyr (Br-Z) , Boc-Gly, Boc-S 
er(Bzl), Boc-Asp(OcHex), Boc-Arg(Tos) , Boc-Phe £ [Cys 17 ] j3-T 

^nf (i-i6) <DT$;m&mmvKmhiMC'vmm\:i>xffi& 

U &m CCys 17 ] ]3-r^n^ K (1-16) (MeBz 1) -0CH 2 -P 
AKill. 9 O gZmtc 0 Z<D&m [Cys 17 ] 0 - T 5 n ^ K (1-1 
6) (M e B z 1 ) -0CH 2 -PAM^jJ| O . 6 8 g £ P -9 V ^-fr&ftTte 



74/1/1?/ 



U9&JS££:*~7VH Om 1 "C 2 Lfc„ 5 0%-im*T» 

-B\ l-2m lt^JEE&SSU 5 0%-»i*t*«Ut77fy^ 
*G-2 5 (2.0x85cm) ©jfr^AfcftU NttlTCAPIL*:. 
^«r*»*IS«:«|L, 6^*13 6. 7mg£#fc 0 

Asp 2.17(2), Ser 0.96(1), Glu 3.04(3), Gly 1.00(1), Ala 1.00(1), 
Cys 0.82(1), Val 0.99(1), Tyr 0.94(1), Phe 1.09(1), Lys 1.05(1) 

, His 2.89(3), Arg 0.97(1) 

IiM(^):5(M+H)+ 2 0 5 6. 8 3 

HPLC^M 14.8 ft 

*7 A : Wakosil- 5 C 1 8 HG (4. 6X100mm) 

&WL (O. 1 % - f y 7^tnft»$|T7t h = f y ;v) 
£JS A«^fc B iK^tH3l*A4BMt (50^) 
j£ : 1 . 0 m l 
(3) K (25-35) O^it 

TtT|g(DBoc-Met-OCH2-PAM^J!l(T7 ,, 7^ K AX*t$SD 0. 

66 g (0. 5 ^ U ^yP) Sr^l^ s<Z?f- Y-&$J@k(T Zfy 4 K ^* 
^^xAXtt^x/WSOAJSr^b^Lfeo 1ftJ§g±<Z>Bocg£ 5 0% 

<OT % /gf£#2^ y ^-/KDBoc-Leu, Boc-Gly, Boc-Ile, Boc-Ala, Bo 
c-Lys(Cl-Z), Boc-Asn, Boc-Sei (Bz 1) £ 0 - 7 S o ^ K (2 5- 3 5) 
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(2 5 - 3 5)-0CH 2 -PAMMl. 1 4 g £#fc 0 r.<&#g )3 — T ^ n ^ 
K (2 5- 3 5)-OCH 2 -PAlti»J!0. 6 1 g £p-^ l^^-^Ti*^ 

te^mi om i tot, 6 oftm&mvtc'&, mt*m*u&%£vm 

feZ^-r^l Oml X*2U$t&\.tz 0 5 0 %-gm*-?ttffl U 

-3ml K^JBEii*lLO. 1% h V ^l-^n g^TK 5 0 m 1 

0. 1 % b V ng^*-e25*LfcLiChroprep RP-18# 

(2.6X10cm) fcttU 0%~ 5 0%lTO7t b~ h V /UfrmWt 

^iftM^itefeO»*l 00mg^#fc o r^5rN-g^mo.5 
mUC^t, ll^j&^^Lfcir^rxy **LH- 2 0 (1.0X96cm) 
^#LI^^T*JllSL3to ±Ili^^ifci^llt6M*9 lmg 

Asp 0.97(1), Ser 0.95(1), Gly 2.94(3), Ala 1.00(1), Met 0.89(1), 

He 1.59(2), Leu 1.00(1). Lys 0.97(1) 
SC*##ft- £ 5 (M+H)+ 2 0 5 6. 8 3 
HPLCifflm 18.9 ft 

%7 i» : Wakosil- 5 C 1 8 HG (4. 6 X 1 0 O mm) 

Bm (0. 1%- f V h~ h uao 

^ffiv^A^^bB^-»a:«^4gga^K (5 0^) 

$E 5£ : 1 . 0 ml /ft 0 
(4) [Cys 34 ] n-f K (3 5-4 3) <DM& 

Fmoc-Thr(tBu)-!7 ^ffiB (0. 46g = 0. 2 5 5 V i£52fc^ 
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CI. O^y^) £ffiv\ 20%^^^ 
^-DMF»«KlJ:5Fioc*©ft««1l, DCC-HOB t ^iCTilfi^ 

Fmoc-Cys (Tr t)-Met-Va 1-G1 y-Gly-Va 1-Va 1-1 1 e-Al a-Thr (tBu)-17 ^ 

Z<0-<^^ K8NIgtf>5*>0. 5 8g (0. 205!)^) &7k^T7 
^/-A-O. 7 5 g N .7 9 frO. 2 5mK W=y-/V 

0. 5mU K>fty*0. 5ml, h y 7;^nfttl Om 1 S:iDt, 

lati. 5i*M«#Lfc. ttJ8irtt£u WK*a*ru mic^ 

T^-T^lriJPx.T, tt®iLT»#U +^^^-x^T^# Lfcm, 

JR4 1 6 8m g (8 9%) 

i5(M+H)+= 9 4 9 . 5 (glfctt= 9 4 9 . 5) 0 
(5) K (1-38) £J:tfj8-T5 P'f K (1-39) © 

]3-7^^K (1-40) £#^#>v/^:/^-if Y -Cl&5£# 
Uft5:itJ:»JP-7?n^K (1-38) £ £tfj3-T 5 n>f K (1 
-3 9) Srf^«bfc. -Tft:b*>, jJ-7^n^K (1-40) (Bac 
h e m*tM) 5 0 /x g a/M?*^^*"^—* Y (tyxy^;vi 
©*LS!D 0. 5/igS:0. 5%gmT:/^~?A*^^fl?LT 6 0 
/^lit, 1 0°CT2fi#|!5£j&£ii:fc o Vydac C4 (The 

Sep/a/ra/tions Group^tM) SrJBl^jgtB-H P L C (£ £ fj #® U, U 
V (2 10nm) Vtkm Z*i1t 3 #0>£fc fcMMMffcJ: U Rl£ 
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: Vy d a c C 4 

(The Sep/a/ra/t ions Grouptt$!k 4.6 X 250mm) 
: (0. 1% MJ7^tnft^t 5% 71rh~ 

B$c (0. 1% hP7^tn|!|ftt 8 0% Tirh 

U St : 0. 5 ml/# 
K*##f{££3(M+H)+=4 132. 9:j8-7Sn>TK(l-38) 

(3£tt£ 4 13 2. 6 ) 
4231. 6:j8-T5n^fK(l-39) 

(JlfttiiC 4 2 3 1. 8 ) 
4 3 3 0. 9 : 0-7^ o-f K (1 -4 0) 
(JlflfcHC 4 3 3 0. 9 ) o 

hum 2] &&mottm 

(1) K(l-4 0)fe^tfftftJH©ff« 
±!33Wfcfl|l (1) T^kftfc n>f K (1-40) £4^n 

^nyyy (BTG) 4r©«-frfr«rf^*LftftWi bfc. 1"ftt>t>, j5 
-TSnf K (1-40) 0. 6mg!rl5%(Z)DMF^tp3mMy 
^ill^> PH6. 5, 1. lm l \Z.mM£ltit (Dibs 0. 5ml 
0*t»»$tfcBTG2. 5mg^Dt,.§?)I^IS0. 3%0^ 

(2) n>f K(2 5 -3 5)*£tf*««©fEK 
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rv.i/jr>«»;ouuoy 



_ti2HJfe#l 1 (3 ) T#b*lfc/3-T $n^K (2 5 -3 5) i:BT 
Gb<n®&ftZttmLft&mb Lito -Tktohs 0-T$n-YH (25 
-35) 0. 5mg£BTG2. 5mg^, pH4. 5(£fS$5Lfc7K 

(3) j3-r ^ n>e k(i - 1 6)^^mmo^m 

±mmMMl (2) T#btiyb[Cys 17 ]^-T^n^ K (1-1 6) £ 
BTGi(DMMftll, ^jj^Lfco 1-^t>^, B T G 2 0 m g 
0. lMyyMI (PH6. 9) 1. 4mlM$l N- 
(y W 5; y n.dr>» K(GMB S) 2 . 2 m g 

(8 ^mo 1 ) Sr^frDMF^l 00/il fc»<&U 
JS£iirfco RJ&'&, t777y^^G-2 5*7A^IlfcO*), ^ 

KgO^A^ftfcBTG 1 5mgi [Cys 17 ] 0-T ^ n^f R (1 
-16) 3. 6mg^^l, 4°CT*2 B^SJ^^^fCo BLfo'&. £ 

(4) )3-T^ K (3 5 -4 3) Z^tfft&mvftM 
±mmmmi (4) T#S>ix*: [Cys 34 ] jS-T^n^f K (3 5 -4 3) 

^iiT^^ (BSA) ^l^^f^Hl, &&i!i:L*:„ f 
BSA21mg (0. 3 1/ttmol) £0. lMUyiM 
(PH6. 8) 1. 4mnc}gfl?&i*\ GMBS3. 5 m g (12. 5 
jumo 1 ) £^t*DMF^$n 0 0 fx 1 tt&&L, 1M"C3 5#£J&£ 
i£fCo S^^s -£7 rxs'^G- 2 5 ^7 AT^pjbfcCD^ v vW 
^ KS©^A^iif:BSA4. 5mgi: [Cys 34 ] 0 -T 5 n ^ K (3 5 
-4 3) 2. lmg££21^U 4°Ce-efeH^^ii:fc: 0 R^H, £M 
^Tfc^^ft, 4°CT2 BP^#fLfc e 
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(5) ^-r^o^K (18-28) *^tsfimWL<Oftm 
[Cys 29 ] $ — T %v4 K (18-28) £ B T G t (O^W^U U 
ft^mtLtCo tftfrh. BTG21mg!:0. lMyyfiill (p 
H6. 9) 1. 5mllI^j|H, GMBS2. 4 m g (8. 4 n m o 

1 ) mDMF^l 0 0 At 1 £2£^U ^&"?4 0#£J&£i2rfc o 

OiA^*lf:BTGi^7mg £[Cys 29 ]/3 -T S n^K (18-28) 
(T=i-K|t£!0 2. Omgi^U 4°CT-^^$^^ 0 

^a^7K^^u4°c^3 nmmm Lfc 0 

C&1MII3] Aft 

6 ~ 8 jI^<D B A L B / Cflt-r !7 * ^±|BHJi^l 2 IBitO^lSJK P ~ 
T^n^fK (1-40) -BTGi^, j3-TSn^K (25-35) 
-BTGM^ 0-7 5 n^f K (1-16) -BTGm P~T* 
o^fK (35-43) -B S A«^fr*>5 )3-r 5 K (18- 
28) -BTGMM, ^^80/fg/E^^7n/fyh7 
S?5L^y f £ t fcfcjfcTftttLfc. ««3aiBi5#teWll:©ftttJK«r^ 

(1) j3-D-^f7^ hv^-i? (0-Ga 1) *«flSj9-T 5p^ K 
(1-40)^1 

j8-T^ K (1 -4 0) 7 0 /Jg ( 1 6 n m o 1 ) Sr 4 0 /* 1 OD 
MSOl:»i§^ f!)xW^160nmol ( 1 0 ju 1 DM 
SOM) ^N-7^^v^-3- (2-try5^^^*) T"* 
W-h(SPDP) 23nmol ( 7 a* 1 DMSOW i ?:^nx. 

iW£iMl, ^<-y ^^f-^V/N^ A^hM) 1 . 7mg (3. 3nmol) 



- 51 - 



/TiWWWU/ 



(0. lMyyUim pH7. 5, 0. 4 5mllMl: 
ill*., 4<CT 1 B£J&£i*rfc 0 ^ha'^AcA34*5A 
i (LKB-7r^^Ttt«) TJ^IU j3-Ga 1 *Wt j8 5 n 
>f K (1-4 0) £#fc 0 

(2) mnyW'*-**^?--* (hrp) M«-r^n^ kci 

-1 6)©fls« 

±mmmmi (2) T#e>tifc[cys i7 ]/3-r^o^ k d -i 6) t 

HRP ^-P^-rWAtt«) i^il, 

(EI A) <D«#i: Lfco 1"fcfct>, HRP5mg 

( 1 2 5 n m o 1 ) £ 0 . 95ml(D0. 1MU y&iMff£, pH6. 
8fcfcgtt|$*, GMBS3. 6mg (1. 3 fi m o 1 ) &«£tfDMFi§ 
i50M ift^U ^tax*3 0#fi£/&£i*:fcOlbx t777«y^ 
G- 2-5^7^-C^lib/Co rtf>«k5fclLT#tSLfc, ^M^KSW 
igA£*lfcHRP3. 3mg ( 7 8 n m o 1 ) tUlfo&ll (2) -CtfMK 
£*lfc[Cys 17 ] j3-T 5 n-f K (1 — 16) 0. 56mg (2 7 0 nmo 
1) b*m&l>. 4°CT1 B£Jft£*fc. M!>^h'3^AcA44 

(LKB^r/Wv'Tttl) *5AT^IU HRP«flMb/8-TS 
K (1-16) £#fc 0 

(3) HRPMMkp-TSuJ K (3 5 -4 3) 

±IBH«J1 (4) -enbtltz [Cys 34 ] 0-XSn«f K (3 5 -4 3) 
iHRPi^iU E I Atf>^ii&#£ Lfco l-fcfrfc* HRP 1 2m 
g (310nmol) £1. 4 m 1 tf> 0 . lM!)yfiit, pH6. 
8(£^fl?&it, GMBS1. 3mg (4. 5/tmol) ^tfDMFt 

«ioo/iiia#u is-c3 o t77f^ 

*G- 2 5#7 A-C^®bfCo C^ipfCLT^Itt, vW> Kg 
O^A^ixfciHRP 3. 2mg ( 7 6 n m o 1) t^MMl (4) Tf^ 
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^£*l£[Cys 34 ]/3-T5: n-TK (35-43) 2. lmg (7. 2 urn 
ol) b%m&L, 4°CV1 BfcfcZlttio M!)/Hn^AcA 
4 4#7AT*#jIiU HRPMi^-T^^f K(3 5-4 3) £#fc 0 

(4) HRP»liiS-T5D^ K (18-2 8) (DftM 
[Cys 29 ]j3-T^ K (18-28) iHRP^^t, E I A 
(Om^ftk Lite i-ftt>h, HRP16mg (390nmol) £ 1 . 
4mlO0. lMyyii«^ (pH6. 8) GMBS1. 
lmg (3. 9 fi mo 1 ) ^tfDMFMl 0 0 1 £^L^iTT? 
4 O^P^ifc ib, t77f^^G-2 5^77A-e^BbfCo 

r<Di?|Clt^ItfcTW5 Kgtf>2»A£;ftfcHRP 6 . Omg 

(1 5 0 nmo 1 ) t [Cys 29 ] j3 - T 5: o ^ K (18 — 28) 2. 5m 
g (1. 9jumol) ££21£U 4 0 C^ 2 B P H m/& £i*rfco KJ&^£ 
;Vfny;VAcA4 4#7AT#®U HR P^igSft /3 -T ^ K 

(18-2 8) *mz 0 

(1) o^f K(l -4 0)£;&^Lfc^?;*<^jh^*^#tifi 

jS-T^n-Y K (1-4 0) *ft&*<D^Vxm]km*<n%ifrm%$k 
b^r^i-Sfcfe, ff^^^fA;^ny!)y^ (I gG 

®a\ *y<;i>#.m ^ioo/i g/mittfO. iM^ii«i, p 

H9 . 6*g$£ 9 6 ^/i-r-f ^B^l/-M:i 0 0/» 1 fo^ftl> 

4°c-e2 4^ra^ELfco zfv-v*v y&mffi£.m-kM& (p 

BS> pH7. 4) T&^LfcO^ ?^O^PJO^^&£^£C 
tz&2 5%^ns/^x-7 (M?Lii*t$!0 Sr^tf PBSSr300ju 1 
fo#&U 4°CT^^< & 2 4lWltt 
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/HC^5'7 7-A [0. 1%BSA, 0. 1M NaCl, ImM M 
gCl 2 > 0. 05%CHAPS C3-[(=i7 ^ K7"n tfA-) v?^W 
y^^t]^DA 4 ^/^yf) feiUiO. l%NaN3£^tfO. 02 
My^l^iT^ pH7. 0] 5 0/i K ^y77-AT*fl?Lfcv 
D^^-r^n^ K (2 5 -3 5) MiLmi 0 0^ 1 ^Dx.4°Ct?l 

mm 4 (1) K (1-40) 

(/<y7 7 -AT2 0 OmftW 1 0 0 \i 1 fcjq 1 B£J&£i*r 

-^?vv?:"<y ^y^-js-D-tf^ h^K (4-mug) &m 

HAPSmW f&mi 0 0 Mltr*Px.3 7°CT3^^S^$*fc 0 
5O££0. 2MNa 2 C0 3 1 0 0 /x 1 JPx. § ^ t K <fc U W± £ i*:fc<£> 

igjttLfc4-y ^vi^^y y auuy%:^%^u—y y — ^- (^ 

/^n^^f^^n, ^ix;*xA*i:a!l)£JlV\ iM^3 5 5 nm, 
im4 6 0nmt«U. Cft 1 H] ^Lfc8 

(2) n^F (2 5 -3 5 ) ' fc&g Ltz.^ V *<D%iisLm*<»$i 

(25-35) £&^*<A^ t7*&M*0^#tifi£ 

tfc^!7^^:^-T^ n-TK (25-35) £iJfiLfif 5 0 jtz 1 x ft£Tf± 

mmmM4 (i) -e^bfcjS-Ga iwmtp-r $ K (1 -4 

0) (^^77-AtlOOfft) 50/i I^i4ttl6« 
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(3) |J-T§n^K (1-16) **ftbfcT^^©JfiiliL»*©0fcfr 
%BSA, 0. 4M NaCK fcil^mM EDTASr^tfO. 0 

2mv ymmm^ ph7. o] soiik^^t-c^uv 

£*£ij3-TS: o^fK (1-16) ftjfiLft5 0 fi U £±tf±e£16fy 
4(2) tff*lfcHRPgift^-7 5n/f K (1 — 16) (/y7 
7^Ct2 0 0 0MI!) £#P;t4rT*l 6Bf^£J&£i*rfc 0 Jfcfc, & 

^i/W<- ^^y-ifgfC^xi* (K I RKEGAARD&PERRY LAB, INC, 
7+ V&^) lOOfi 1 fcJP;iMT?l O^IBKJfc***:: 
fcfc* UHJtbfc. fi&SrlM!; yil 0 0^1 SrJDiUlMk 
4 5 0 nmOMS:yi/-fy-^ (MTP-32, an -7*^) 
JfeLfc. *f**r (£3H) Mtfc7^^itl^-7 
^NK (1-16) ^*f-rs^#^±#^a?>^^fCo 

(4) j3-T?n^K (35-43) Srfcsffi bfc^ !7*tf>£tJk?if *tf>#L 

±B*lfc«5 (3) 1B«<D#&M£oT, *t^!7^^A/^n^y^ 
W^^n7l/-K ^^RjJ-75o^K (35-43) #C 
JfiLilT £*tf_hB§ttfc«4 (3) TfMbfcHR P*Wfc j8-.T $ 
K (3 5-4 3) §rS^$^5r irjcj: V. t !7*&Jk»*©£i;#ti5£' 
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(5) ]J-T§D/f K (18-28) Sr^6ftUfc^l>^<O«:jftL«f»f»©0t 

±E£J6W5 (3) mmvzmzft^x, ftv^A^nyyy 

ttfMS^^>f ^o/i/- K T?*£ij3-7Sn^K (18-28) ft 
JfiLflN fcitfiiBIIJfeflU (4) TtfMRLfcHRPSMtfc/J -7$ n-Y 
K (1 8-2 8) ^SJtS^^Sr fcfcJ: t **ftiLfc*Oft#flli£ 

&&foM^#iftffiZ7FLtz'?$ XlZftLX 2 0 0-3 0 0 /i g©M 
H££S&i&7kO. 25-0. 3m 1 \zmfRZ°£1ti)<D&&mftK.&M 

•r* .aytVWf^^ (MEM) JPMKftlJ&&]& 

n— rftUSP 3-X63. Ag 8. Ul (P3U1) SrffiV^fc X*U^h 
Y\?yf* 4^ v^n^tn^ TV K ^A/n^- 8K 1 
(1978)] o ^Haife^^, C*-f^*~, 256. 495(1975)] t-*PC 

Ttr^ofco i-ftfefe, *J»JNittt3J;tJ«P3UlSr**t^jliL»S:^3(r 
Lft^MEMT3&gfc#U JMJM£P3Ulft0Jt*tr5 : 1 
5i5I^tt, 8 0 0 0^1 5 5>IB»*£>«rffftoT*ia«rtt*** 
fc 0 ±»Sr*^fc»*Ufctl % fcfcJR*«<«CU 45%^Pxfi/y 
^ V a— A' (PEG) 6000 (ay*?^ M±$D 5:0. 3mlM, 
3 7m*^7»IMHfri*t:ffftofc. jR6»Mttti:ft&2 
m 1 ©SH^MEMSr^jllllU ^fH 5 m 1 cOMEM?:iPx.fc:^ 6 0 0 
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TfV/ 7t/l/17/ M. Wt/«^/-*' 

i»mt5GiT^^^ im%nm) (git- 10% fcs) 

i:P3Ul^lmlS»J2xi 0 5 mfot£5£ o fc?MgU 2 4ft^A' 
f7^r>a (Vy^u&m) i:i!?x;Hmlfo.l2 0!)x;H:i 
@Lfc„ MSr 3 7°C-?5%$.WL'tf*4 a 

atfCo 2 4«HAT (Ktf^y-y^yi X 1 0" 4 M, T^T't 
y^4XlO~ 7 M, ^5^1. 6X10-3M) Sr^A/fcG I T- 1 0 
% FCS^i (HATigflfe) Sri l^sA'S'J lmlfoWS^i 
lay, HATWUMSrWfcbfco HAT»«i**«c, ^*Pi^3. 
6, 9 B#(£lB$££lm H£Tfcfc£, lm 1 OHAT^iWtS 

-e^fe^ti> Lfci:* (^lxi0 6 Wml), ±m& 

jS-T^n>T K (1—40) Ltcr V* &X<D'^ 7 V K— r 
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$fcj8-7$ o-f K (25-35)fc<fctf(l-40)*y *n-^;l/$t#0£j£ft^& 
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tt 1) 






0AQ-4O) 


£A(l-28) 


y8AC25-35) ft* 


No. 
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0AQ-4O) 
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BA-27 
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jSA(25-35) 
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ft 
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+ BS-85 
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1)100 nM©ffiH[£Aa-40\ £A(1-28X jSA(25-35)]:WWEl/rt:l# 
+ : . (B/BoXO.50 
± : 0.50^(B/B o )<0.90 
- : 0.90£(B/B o ) 

fc^U B :t^#«EI^©iiL^iCM^LytiS-Gal^^l:^A(l-40)S 
Bo:JftRINrei#©tt#ICtt^bfei9-&l*»^i8Aa-40)* 
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K(2 5 - 3 5) -fcftff Lfcv S*©^ ^y K— 
O^^y-s^AIWiUT, ^^No.8 (&2BIJMR) 

/3-T$d>TK(1-16) Zft&LifrVx&mo^^V K— * 
co** y-~^<DjfeM#l£ Uvi)7No. 5 (£3BI*flg) £JBVn 
T#*>;h,fcl£*«: C$5BI (c) ) t^Lfc 0 £*T,e>fc-£fcy§*D'W:7 

(35-43) fcftftLfc'r^ft*©^^!! K— 
ffiv^Tfc&ftfcli**: C£5H(d)] (c^tyto £ft£>*r£»tU 8* 
18-28) &ft&V1t'v$x&&<D^'C'7V K— ^Sr** V— — S s? 
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K £ ft 1) 



M1W-m /SAC1-40) £A(l-28) j8A(l-16) M 
No. 



1 


+ 
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BAN-052 
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BAN-11 


Q 
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+ 
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RAN-3A 

lixlll OU 
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*t 
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Onii flu 


in 
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i 




11 
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BAN-50 
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+ 
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+ 




16 
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+ 




17 
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+ 
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+ 




19 
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+ 




20 


± 




+ 




21 






+ 




22 
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+ 




23 


± 
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+ 




24 


± 




+ 





1)100 nM©iJtH[£A(l-40X £A(l-28)> /SA(1-16)]*^L^I^ 
+ : (B/BoXO.50 
± : 0.50^(B/B o )<0.80 
- ' : 0.80£(B/B o ) 

fztfb, b : im&&&f<DVimzm& btzHRP mm<t £ aci-16)* 
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WO 94/17197 PCT/JP94/00089 



VL0-T S v4 KC35-43)*/ * P-^ttfcOKfctt 

E££ 1) 



ssjzry K— r«c £A(35-43) fifl5£ 
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BC-25 
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1)500 ng/ml0£A(35-43)*5l>telOO tig/mKDTJW^^-m&MMtbth® 

+ : (B/BoXO.6 
± : 0.6£(B/Bo)<0.8 
- : 0.8£(B/Bo) 
fztzU B :t(tW»fil*©tt#Ctt^UA:HRPWI^iSA(35-43)« 
Bo : ttlRIN?aE^©tt(*:K^l/^HRP«»^j8A(35-43)» 



%4m 

i/ijS-7So>r K (18-28) *y *n-*-*a*cDEj6tt 



SJSfe 1) 





£A(17-28) 


0AQ8-28) 
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l)500ng/ml©^A(17-28)x £A(18-28)*3^I*1# $k(\-2$)imiEhtzb% 
+ : (B/BoXO.6 
±: 0.6^(B/Bo)<0.8 
-: 0.8£(B/Bo) 
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wu swr/iy/ 



?*©J®J£M£*:n/l^ U 5 x 1 0 5 4@l£&5 <fc 5 l:ilDxfco * o- 

fc&frCfcS*?*';*-^ A>0. 5' ml* 
W&ft]$L$-Ztltz.^V* (BALB/C) (Il-3Xl0 6 t;v/En^ 

»»Lfc. IP*,, 6 ~ 2 0 m 1 Zt$&<DMi&mffim (3. 5M 

NaCK 0. 0 5%NaN 8 &*£t?l. 5M?V^>, pH9. 0) 

nf^fy-A-T^n-^ (Rep 1 igen&SD #?.M£{HrU 

(0. 05%NaN 3 ^tfO. lM^x^Iff, pH 
3. 0) T^ffiLfco »W«WtPBSfc#LT4 , C, 2 0M»ffUfcO 

0. 2 2 f im<D'7 4/U>?-(* V tfT#.M)\Z.3: U ^0^oib4°Cfc 
SWA- 8 OttMlt ^n-^^©^7^ • Vzf??* 

A-yy^F^A/y-<yf7s't^ (ELISA) ft*r?To;fc 0 f 
£i#2 Atg/mlSr^tf 0. lM^Iii, pH9. 6SS«Sr9 
6!>x;W^^n7 p ^- M:i00/t Ifo^l, 4tt*2 4I^MJfe 

fit ±mmmm5x^tz^mcm^>x, v **<D&mv>i&&totiL 

%Zfx2 -y?zz — x-Q>l\Z\t^tz<Dlb, y 9 4 7 9 4 \£>tr*y Y (Mou 
se-TyperTM Sub-Isotyping Kit s<4*7y K*fc54) &fliV^5EL I S 

(1) *#ifc-E I A 

$ —T % u4 K (1-40) fo^V^i/J— T^P"f K (2 5- 3 5) 



rcT/jnM/uuuay 



d) *tci*mmm5 (2) iB^o^&ict ^-eiac 

fct#$l£ ($J3~1 5ng/ml)£fc£LfCo JblBUJS^ 5 15 

W*/3 ^ n-f K§P^y^-Y h\ -Ttefrhp -T 5: n/f K (1 
-4 0) (.SAT, &gaiJ££ffltf>0-T5 n^f K (l -4 0) ttBachem 
*t£ fJjtALfc&OSrlgffl) , jS-TSn-f K (1-28) (Peninsul 
a*t£ UflgA) *5J:t*/J-T$n>fK( 25-35) 0^y7T-A»K! 
50m Is ££tf±SEHJ60ij4 (1) fE«0-Ga l^{b)3-T^D 
K (1-4 0) (/^;77-AT 1 0 0f&«0 * 5 0 a* lfln*., 4 

fe&*±mmmm5 (2) is^o^&^j: yautLfc. ssm* tmim: 

^i~ 0 ^~rtl<Dffifti) p -G a l^HI<b/3-T^ o^T K (1-4 0) 
££i£U £fc/3-T$n^K (1-40) {£*f IT £^ UT 

mmmtl^X, /3 - T 5 n ^ K (1-40) £>5 VMS j8 - T 5 n >f K 
(2 5-3 5) i^tS^y^D-f^pitT, 
7 a '( I g G 2 a, k) &5V^2B S-85a ( I g G 1 , k) Srffil^ 
fc#^CC>M-£&-E I A(DW%k* 6 EI] (C^Lfd 0 BA-27a© 
K (1-4 0) O^iUftj&^ib, (B/B e ) =0. 5£ 
n^f K (1-40) iigte, 2 0 0 nM, 4 0'ng/wel 
lTfc5^i:^^^ 0 f Ce ^f Cs :©^ttj8-7^n^K (1-16) 
% |5-75n/f K (1-28) <B£tf/3-T$n-fK (25-35) 
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rui/jry<»/uuuoy 



#'<~7i-Y\Z.%.fo-rZ>$)<D<D > K (2 5 - 3 5) tf>£(S#li 

at^M^ai■5^0•e«^V^^i:^^^ 0 ^ imem (a) ] o B 

S-85aO<5-75B>f K (25-3 5) © »4H*5i 3 EJfctt 
( (B/Bo ) =0. 5fc#*5lffcJIMM : 20nM, lng/well) 

tt, jS-TSn-T K (1-4 0) SEJ&tt ( (B/B. ) =0. 

5Sr#^.50tJRaift : 8 0 0 nM, 1 6 0 n g/well) 04 0fg-?&>£ 

riWofc C£6B (b) ] o 
(2) 8teife-E I A (%<D2) 

Rj8-T5n^ K (1-16) ^y^n-t«OMIttlrl 

ims (3) y**<* M&&-EiAKm^z&itm& 

0~50ng/ml) Sr&^LfCo ftt^ ^9^^ A/^n^y ^ft 

fc$L#$gj£5 0 At 1 , K*>^f±0-T $ Kg^^* 

<-f H\ -ftet>hP-T ^uj K (1-40) , jS-7^n>f K (1-2 
8) , [Cys 17 ]/3-T ^ o-T K (1-16) ©^y7r-C»»5 Oju K 
8*tJU:f33ttfcfl|4 (2) E*HRP*«Wtj8-T§ K (1-16) 
(^5'77-Ct2 0 0 0M!K) £5 0 M lJn*., 4°CT*16^^S/S 

5 (3) te*©#jfcfcJ:ya£Lfc. eg 2*] ^|0X 

(1-40) £ fctfc&ftBKSJftU S&fc^&arfcfcaftLfc*- 
y^o-^/utaffi 6ii©^l 0ii^^-7>;n^ K (1-4 0) 
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rv,i/jnw»/uuu<» 



^-7>;n/f K (1-4 0) izM l-Xmt>Wi^RJfc&%7Fls1Z*r; ? n 
-t/«BAN-0 52a (IgGl, k) 0 a 

(I gGl, ic) OH-fr^-E IAOigf!: CH7IU) ll/7f 0 Ztlb 
<D$im> P -T * v <<( K (1-40) , j3-T^ P-T K (1-28) , j8 
-TSoTK (1-16) m»bri«IS«©SJSttSr^Sr^^^ 

-T^n^K (1-4 0) \ZttLXl%^B.!&fe%7FV1Z.*e; ?u-1r)V 
ffi<£3mms BAN - 1 1 a (IgGl, k) s B AN — 2 0 a (Ig 
Gl, k) i)J;r;BAN-30a (IgGl, k) Zft^tzM&m-E 

iAi^its^-r^^K (i-40) onm&m*7f;Ltzo zftb 

(DftftO (B/B 0 ) =0. 5Z-$z.Zp-TKu>< K (1-40) * 
£ttt 2 5-7 0nM (5-15n g/wel 1) ©^BBrttCfe U , ft#M 
T 3 LaMBfck*lfca»o;fco *r©fca»-C, B AN — 5 0 a 

fcJBV^SM-frifc-E I AjWftfciMdrcfcU* HO. 6n g/weil [ 
(B/Bo ) =0. 9] <Dj3-T$ K (1-4 0) £&fcH RTfgT'fc 

(3) I A R©3) 

TA>y*>iv—mMm login, &b<Djim (*x&m) mts 

n^f KH# (JtEfcffitttt) 0. 1 g £#fc 0 fcfc, ±IBH 
1&0II7 (2) |B<fc©^r«fefc«oT, ^DMA;^n^!J«^ 

tm^-7^n^ K (1-4 0) , [Cys 34 ] ^-7? p-T K (3 5 
-4 3) , foZW*±mT/isy^J^-m&%;M&&p-T^ xjJ K® 
fciUUilBlllfcflU (3) EtHRP«tfl:^-7§n^K (3 5 
-4 3) (^jx77-CT5 Oteftft) «rS«**fc. «F**r C*3*) 
^MiRLfc^/ ^p-«^H> 41S^7/H5'a^ 
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ffiV^frfiffSr^Lfc^y ^ n-^yV^t^B C - 0 5 a ( I g G 
1, ac) SrMiU #T©S»fcJfl^fc; 
(4) ft#&E I A (*©4) 

mp-T^uj K (18-28) *y^n-^Ktfr©Klt:WJItt«r 
±IBHH^J7 (2) IBBO^ttteiUP^fc. i"ft*>t>^ #iffcf#:*l**r 

atjS-T^n^K (1-40) , [Cys 29 ] j3 -7^ o^f K (17- 
2 8) (ra-Ktt«) > [Cys 29 ]0-7 5: n>f K (18-2 8) fc£ 
0 -T^uj K (1-2 8) «rfflv\ «fl2|ft«iUr±Blllt«4 
(4) !EtHRPraki3-7^n^ K (1 8-2 8) (/^;7t-C 

0-T=- nz^ K (18-2 8) fcflV^J&ttfc^TLTfcy, Sfcfc*© 
5^>5a«©0tff«:j8-T$n^ K (17-2 8) fcifcttftS* < 
Lfeo vvf*i©£tfl:fc0 -7 ^ u4 K (1-2 8) feil/jS-r^^ 
K (1-4 0) bteKJ&Vt£fri1t 0 
Cl*i&0>5*>> p-T$uJh* (17-28) <£ £tf 0 - 7 vn-f K 
(18-2 8) ©W#i:il5V^*"tt«r*i-5*y ^n-t;«BP- 
90a (IgGl, k) *^'&<Dmm-?3=K%^ZZbbl,tf.o 

(1 ) B S - 8 5 a -HR P 

B S-8 5 a»fi!®£4. 2mg ( 2 8 n m o 1 ) Sr^if 0 . 1MU 
P H 6 . 8^l:GMBS4 2 0nmoimDMF5 
0 fi 1 Ztin*., MT?4 0#£/£:$i£fco SJ6?RSr-fe7rT r s'^^G- 

25*7A mmm, o. lMy^ttttmtu ph6. 7) -e#$tu 



v i/^f ^ KS^iA $ ^fcjifri^ 3 m g Srffco HRP12 
mg ( 3 0 0 n m o 1 ) 0 . 0 2MJi ( 0 . 1 5 M 

NaCl , pH6. 8> 1. 4mli:SPDP4. 5pmol 

£^&DMF 5 0 n 1 fcAn*.* SilTM 0#£j££i2:f;: o fcfc* 68m 
mo 1 <D*??-**l"4 h-A'Sr^tfO. 2MMfi (pH4. 5) 
0. 5ml£;&D;t N ^t&T* 2 0 ftRJ&Ztti&t 7 y *f y Z X G - 2 5 
*7A (^IH^, 2mM EDTA^ttfO. lM!)ytift, pH 
6) T#«U SHHO*A**lfcHRP8mgft#fc. SHS 
0#A£ftfcHRP 8 m g fc-r W 5: K*0*A^fctt#f^3mg 
U ^^'^ (tf/l'M; **tt»D 3m UC 

4°CT.l 6WILt KJ&«$r**ttfcO. 1 
Myytlff, PH6. 5^^5!);^n^AcA34^7Ai: 
ttU BS-8 5 a-HRPt#«^»ltfc.' 

(2) B A- 2 7a -HR P 

RI*©:fr«fc»Cj; BA-2 7 a*fM®#4. 7mg iHRP 1 4m 
g SrfflV^T B A— 2 7a -HR Pfe&i**ftmV1Z 0 

(3) BAN-0 5 2 a — HR P 

V, BAN-052 aM5mg irHRP 1 4m 
g&JBV^TBAN-O 5 2 a -HRPB^tt&ftMKLfc. 

(4) BC- 0 5 a -HRP 

BC-05 a*fM!i#5mg tHRPHmgt 
£ffi^TBC-0 5 a-HRP^MffSlt 
(jj|[I«l9] t^Nyfft-EIA (1) 
(1) B S - 8 5 a - HR P Srffi V>5fy K>f fe- E I A 

±&mnm 6 &m<o ftMLfc* ; **-i-/i'$iftBAK-o 52 a, 

BAN— 1 1 a x B AN — 2 0 a > B AN— 3 0 a % BS-85affc 
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liBA-27a?:10//g/ml^0. lMMft, pH9. 6 
9 6 VxfrTj ^n^U- M£ 1 0 0 n 1 fo^l, 4°CT2 

s^re-* 3 o Oil 1 ?r^nx.^^LfCo 

0. 2%BSA, 0. 4M NaCK 0. 05% CHAPS, 
0. 0 5% NaN 3 £^t?0. 0 2M!JyiI«I, pH7) 
tzp-T S n>f K (1 -4 0) ftZpftl 0 0/^1 Sr^Px., 4°CT2 4f$ 
P^j&£i2rfc„ PBSt»lf:(D^, ±IEI»^J 8 (1) Tff^MLfc 
BS-85a-HRP (^777-Ctl5 0 0<g«0 100/tll: 

i!l> B S - 8 5 a O^&E I AKfctfS 0 -T ^ n J K (1-40) 
K (1-16) Z&mmtl-Z*/ txi— TvHftfrSrMfcj^ 

^(Cj3-T ^n^f K (1-4 0) ^mt5:H5^ot 0 

B AN— 0 5 2 a<D@*@£/8^fc:£t, ®,<D 3 HlgOfcUfcSfli £ Jttfc L 

T10-3 0Mgt$>iJ, 3pg/welKDj3-T5n^K (1-4 

o) ^^ffif^r ir^prtg-e$> 0 ^ o 

(2) BA - 2 7 a - HR P^V>§fy K-f jfe-E I A 
mm^ x BAN-0 5 2 a, BAN-lla, B AN— 2 0 a > BA 
N-3 0 a, BS-85a^fcttBA-27 a Lfc^-T * n 7" U 

- n/f K (1-4 0) «UM* 1 0 0 m 1 ?r^0x., 4°C-C2 

4^^SJ^^-tirfc e PBS^U©^ ±E^iS^J8 (2) TfHK 
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UBA-27a-HRP (^y77-CT2 5 0 OM^) 10 0/z 

100] BS-8 5a0i^i:PI^ B A- 2 7 a t»«-frttE 

I Adfc^TtejS-T^n^ K (1-4 0) fc#L»V^£j£tt«:*'$fc 
a>ofc 0 L^L, ±!20<fc 9 *f-^K>T s> ^&-E I AOitfifri L 
xm^5M&\a±, B'S-8 5 a ii) & £> fcffilgttti: j8 - T 5 n-f K 
(1-4 0) Sr^ffi-fSr btft>fr^tCo BAN-0 5 2 aO| 

IK 0. 6 p g/weIltf)0-7S o-r K (1-4 0) SrttfflrS ^ i *5 

(3) BAN-0 5 2 a-HRP?rl^5ty M ^f^-E I A 
BS-85a*f:iiBA-27a £@£ L/c^ * n^I/- f(;j3- 

r ?: n^r k (1-40) oom fcjtrax., 4°ct*2 4mmRfc 

PBST?ft*LfcOt», ±IBH^J8 (3) T^HUfcBAN 
-0 5 2 a -HRP (/<777-Ct2 5 0 OflMfrfl) lOOfi 1 

4°CT*2 4R*MKJ&£*fc. PBSTfttUOt), B*B±tf>BMi 
i&tt*rTMBfcJ:yai£Lfc (^^2 0^) . ^^tr mi 1 03 
:<oi9(:> (2) b\*Mo%, "f%t>h, bs- 

85a$fcliBA-27 a^)C«<$^|ffiiU BAN — 05 2 a <£> 
N^m#£«#£-f 51^ hU y^-E I AfcljBV^T^ ^tl^fim 
8 0 p g/wel l&«fcrj?l 0 p g/weWV P-T $ K (1-4 0) £ 

BAN-052a £@*g £ 1*-^ K-T 5>^-E I AK£V>T> 
MCfeBAN- 0 5 2 a -HRP^ffiV^fci^ (/<y7r- CT1 
0 0 0ffiP#3R) fctt, BA-2 7a-HRPSriV^il^ (^y7j- 
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c-ci 5 o ote^m bitVLLx, fcm&m&i/i o OKTiH: 

1-4 0) ttl3^A/£#£Lfcl^fc#53*lft$il,3 C#12BI)o 
[JtlMlO] t^Wyffe-EIA (2) 

K (1-16) */*n-«^/uffifl:©fta>-C, BAN 
-0 5 2 a#*frlfeV^r*JiA©^y>V I Amf::i^ 

b> f-^K-Ty^-E I A l£ «fc U ili UfcSt )3 -T ^ n K (1-1 6) ^ 

'*) . BAN-50at#5:^-Ctfc. [» 1 3 B] £ 

C3U 4 ID) CBAN-5 0 a ?:@ti^i:t5t^ yf-E 
I A^^mtr^LfCo 7y*^#ftf*±B§ttlffll9 (3) \Zft<z>1tP. 
&W*Wk8Zb UBS-85a-HRPlilOO 0{£#$R (113 0) , 
BA- 2 7a -HRPIil 5 0 0te##J CJ6 1 4 El) fcJBV^fc. tft, 
ZtlbMfelfkVfftm&Zm^Zltfr, P-TK K (1-2 8) l£*f 
1-«SJ©ttt;lftWUfc [BfT^fcitfAtf/J-TSo^ > (1-4 0) 
K:*H-$RJ&ttfe, *tzOft£TfiA&p-T $ us( Y (1-2 8) tc^f 

o ^-fft<DmWlfc*%^X&. BAN- 

5 0a @*B£flH^#£t£teB AN- 0 5 2 a SrJH V^J§# i Jt«E 
tt2-3^SiSTfe>J, BA- 2 7 8 -HRPliftifi*m 
fcitO. 2 p g/well£>/3-TS n>f K (1-40) 
ofc e V^r*l©HJE*t;>-T§ K (1-2 8) «r|fttthl:?\ 

/5-T$b>TK (1-4 0) \C®m&}Xh5Z.b&ftfri1t 0 

immmi n f-v m ^&-e i a (3) 

(1) BS-85a-HRP£fcteBA-27a-HRP£/Bl^.5f-^ 
hVyffe-EIA©#IH4 
Hl&flll 0 fC^LfcJ: 5 KB AN - 5 0 a £@fB£i#£ LTffil\ fl| 
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Kftt.UtB S-8 5 a -HRP*fcttBA-2 7 a 

2«**H^ K-T y^fe-E I A0ff£*0*JM£*£E>£l¥L<ttft 

S-85a-HRPtt67 OffiMfr*. BA- 2 7 a -HRPIil 0 0 0 
ffiF#2R«rJSl\ jJ-T^o^K (1-38) , )S — T ^ n >f K (1-3 
9) x ^-T;P/f K (1-40) , p-TK K (1-42) 
p —T K K (1-28) teSH-SKJfcttfcll^fc ( Cftl 5@] 

(a) , (b) ) o r (1-38) £<fctfj3-T 
5n«fK (1-3 9) tt&JMl (5) TfftKLfcfc©trJBV\fc. $% 

•Ml (5) T* j8 — T 5 n >f K (1-38) £ J: jS - T 5 cr 4 K (1 - 

39) (-^j^ufc^^HPLc^^ttis^^o^tt^tt^^is^, mm 

mi (2) ©#$fefc:flEV\ BAN0 5 0 a^fflV^i^EIAia'J 
fcj£bfc 0 «li§fc#£ ITBS-8 5 a — H R P SrffiV^fcil!!^: 

^« ( CHI 5(H) (a) ) % K (1-3 8) , 0 - T 3: 

n-fK (1-39) , fc«fctfj3-T^n^K (1-40) 
-<om& (0. 7 p g/well) T&fflU (1-42) 
(C0VNT«±I5(D 3 «<A j3 -T 5 KKSTTSJig t tttfc It 1/2 

l/SOffig-emm-fZZb&frfr^IZo P-T K 

(1-2 8) tt£<ftffl*r, M«10i:^i©m#fc o 
£ffa#£LTBA-2 7 a-HRP£JBV^8!l£^te ( 1 5 

(b) ) , |J-7$n^K (1-40) , i?-75o^K (1-42) 
ZZtL^tlO. 2pg/welK 1 8 p g/well<D$gT»4fefflLfc. 

(1-38) , p-T*uJ K (1-39) fco^Ttt 
Ztl?tl8 5 p g/welK 1 7 p g/wel Rrfg"Cfcofc 0 
«±©»*^fe, ^f!&#£ UTBS-8 5 a -HR P $rJBl*fc»j£3R 
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/Bl^i&^y^KTfcS j3-T^o-f K (2 5 - 3 5) <DBB?iJ Sr^if 
/3 — T 5; n KKfcfLTte, |*W£>Jg££:f -f 5 - i: ^t>^o fco 
UBA- 2 7 a -HR P *m^1tfflfemt fi - T S u 

4 k (i-4 o) ©c**fc*jittfc**e>*i, js-r^n^r k (i - 

38) > iS-T^o-TK (1-39) j3 - T 5 K (1-42) 

(2) BC-05 a-HRPSrfflVN^tVMyfS-E I A©#^tt 

@*B£t#i: LTBAN-5 0 a «:JBV\ LT±lBlllfcfll8 
(4) T?ffl!UBC-05a-HRPS:lV^tyhMyfife-E I 
AOflJlttiBJltWAfcll^fc. ±IE**fill (1) £RH*fcLT/3 
-7$n/f K (1-38) , j3-T$n-f K (1-39) , j3-T5* 
-Y K (1-40) % P-T$u4 K (1-42) ;J3<i;tfj3-75n>fK 
(1-2 8) fc*ti-5S^tt*P^fc^, M#i«i:lttt2 0 0« 
#*©fc0>*JBv^ ( (£15 89] (c) ) o *rtf>#itm> 

5 a - HRP^^fctyfV y^ifc-E I A«\ 0. 7 p g/well© 
/3- T *n^ K (1-4 2) fcfcW-rsrfctfRrttlEofctf, 0-75 
o>f K (1-4 2) £AK<D4m<Dp -75 o-f h\ 1"fc:b*> jS - T 5 n 

K (1-38) , ^-7^n^K (1-39) , (1 
-40) #±#0-7 5 U"{ K (1-28) ttK^WU^t U 

0 5 a-HRPfcffil^f-^K'f $>^&-E IAIt |8-75n>f K 
(1-4 2) tr*»T**«fc*>o*«)T3iRttK:|IWi"«Ci:#"^riB 

U±<Dfa%t)>1r>s Mfri:LTBAN-50aS:fflV\ ^1&#£L 
TBA-27a-HRP£fcteBC-05a -HRPSrffl^S 2Si© 
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iU^Sr&a^-a^iirs r t (c £ y „ js-r^n^K (1-40) fc«fct/ 

0_ T ^n^ K (1 -4 2) ©^«IJ£*3»-C# -5 r. t tiit>fro1Z 0 

(1) BAN-0 5 2 &®fcik7yj-T<<®ft<Dfcm 

BAN— 0 5 2 a *ftmMK®7£{t1rZ> Z t £ J; 77^7^0 
ffifcftMKLfc. Wh, BAN -0 5 2 a 45 mgiTSKgel AF 
- h Uis;i> h a**-A> 6 5 0M (My-$i#;£#.M) 5gt%0. 5 
MNaClttO. 1M #»**^hy 4 0 C-e-BfeH 
J&£i*rfc 0 0. 5M©tI*tfttL, *3W©»tt*S:^* C 

fc«>, 0. 5M NaCl^tO. 1M hVx-tikWt (pH8. 0) 

1 l$M2xJfc;£*fco ifeHfcBAN- 0 5 2 a - h W^/V h 3/< 
-^25ml«:PBSWi, ^5*77 — E ff\ 4 °Ceifc# Lfc 0 

(2) BA-27aHJEft77-f^-{H*Offll 

±IB (1) tHiiat, BA-27 a&ftmffllZffifeik'tZZ.blZ. 
£VT7j~Tj®mZftmLtc 0 1-t£t>h, BA-27a 15mg 
£TSKgel A F - h 3 6 5 0 M 2gi^^, 

10ml (DBA- 2 7 a - h V*s>\> f 3 X— 0 

m 

±mmmmi 2 (d -efftgiLfcBAN-o 5 2 a@tft77^=f 

CT#®U -E I ACiot^W Ufc. 

2tefc#IK^ BAN-0 5 2 a - H/'^ f 3/<-;^«*7 A (0. 
8X0. 3cm) MJKKltt* 0. 2% h y 7;U 
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ftJSflll (5) EtO^ttKi'JVydac C4£/Bl^$ 
ft-HPLCfcioT^lU Stttflll OiE^0BAN-5 0 a 
*B£BS-8 5 a-HRP$>5^fiBA-2 7a-HRP^lV^5t 

C016] »o. 5 9lt ^/l-7 5 uyf K (1-4 0) 

©»Wtt«fc»SIS-3ftUfcfcie>, (I16i] (a) (b) -C#m*ftffi 

*nfcft«Stt»j!-r§B^K (i-40) fc#i-*fc©fc#*.&ft 
fc 0 lot, c^i6m] ©*t*a>s>, TAry^j T-mB^omftm 

fotpiatnm&op -T$v<4 K (1-40) ##£1-5:: £#W*>d> 
£ftofc#> C&l 6 0] (a) MBS-85a-HRP0* 

^fcffi^tBfc^H^fc^Jte^ftTV^r. £#:ba>ofc (^INo. 4 
7fc±tfNo. 48) o rft<b<£>}gffl&gte, J3-T^n^ K (1-4 
0) tf>^ffl&©£ U &Ti? h~ h yA-$g&#{£v>fc«>, ^INo. 4 7 
^it^No. 48^tfJ§n5©tti?-75n>fK (1-40) X V 
*y**tt©#*«TfcS***.e>*i5. ft AMI l<D|S*J:y, Mk 
^HTBS-85a - HR P SrJBV*5«|£3Rf4* <5-7^n^K (1 
-4 0) ©C*»j&»fel, 2^S^Lfc^«^*f Ltt 0 -75 o 
-f K (1-4 0) ir^OlS^Sr^r-t-Sr t^Sttfeo lot, #® 
No. 47fcJ;tfNo. 4 8£JL&ft*ftffi*£tttt* jJ-7^n^K 
(1-4 0) OCiSlfU^^^L^^a^^-t-S^O-efeS RTtBtttfi* 
V\ 

(ftttfflll 4] 7/V5/M7^Ifl^|i-7^/f KW#©#*f 
±fBHJM7 (3) E*©T^y^-r-*5A#J»S*j8-T5 n-f 
R®# (=¥M&ffi^) 1 lmgSr^C^jjfL, TSK G3000P 
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^7 A : T S K G3000PW cucy— m^ttm) 

$D ji : 0 . 5 ml 
±fEjyi#!j 1 0 fE^tf) B AN - 5 0 a £t#i|§£@*B £BS-85a- 

Sr^irtfclt;^ HPLC^tiJB^l 4#2»£> 1 5 #OfgK3£vvfegS 
tt^^:^t>ixfc„ ft It', Z<DMft\Z0. 0 5% CHAPS^ttti 
»U Hti$ll (5) e*0>#8cteJ:»J Vy d a c C 4 «:JllV*3a»ffi- 
HPLCia U#8tLfc 0 8ffi|£J|i* CHI 7] 
fcfetlfcNo. 35£«J:tfN 0.41-4 5 OWftZtl^tl* 3 OOju 

No. 35; No.4 l^J;t;No.4 3©I^M^?: [018) 
fc^-fo N o . 3 5 l*p-T$ a4 K ( 1 - 4 0) No.411^-7 
5n^f K (1-4 2) tK No.4 3(ij3-7 5 K (3-42) 

(^•^•fil 8^y§#3^J£LT^5fci£>l: 0 n ^ ^IfefcfcoT^S 

^a^a^EUTVNfco No. 3 5«^/?fcj3-TS o-f K (1 -4 

0) ©»ttHfc*fc-ftLfc. 

fc„ #®#3 jtz 1 £fW£ t, BC-0 5 a -HRP&2 0 0#*fcT? 
ffiWc 0 «IK«r (»19H) {-^-fo BS-8 5a*JBV*5SIJMT«: 
No. 3 5fc«fctfNo.4 1-4 5©M^-^i s > BA-27a^l^5 
S0£3B UNo.35©k'-^^ IfcBC-O 5 a SrlVN^ 

$J^T?teN o. 4 1-4 5 <Btf— *#tftffi$*lfco 



imi&Mi 5D t hMT**<< k * >v< * jttww* (app) 

/l-75B>TKttE*fti(fI#^^!t (APP) ©r<-»T*> 

APP695, APP714, APP751, A P P 7 7 (K jfc£tfA 
PP 5 6 3 i:WfJl5:ixf)Cc DNAIt ¥\—<D A P P Ste^a* 

MAPP 6 9 5 ©W»affi^9^5 KDNAtri*t5fc 
fc, k hAP P 6 9 Slfif n-=^Srffofc. 

£1\ ^JfeSRaT'n*-^- (^e a. y — - T V K • t/V7 — * 
>M*nS^ f&8#, 466-47 1 9 8 8^) Sr^o;/ 

7^U*pME18s ^^^^-ilt, fc hfttjtf^ffll&lii^oM-? 
&3MAC1 0©cDNA7^^7P-MLf:, £Efcl#££ ttTl^ 
6fc h AP P(D c DNAjftSE^JSrSfc, ^^^^®Sr = — KLTV^<5 

5'-ATCCCACTCGCACAGCAGCGCACTC-3' 

(BB*I#* : 1 3) 

5'-TGCTGTCCAACTTCAGAGGCTGCTG-3' 

; i4) 

^DNAlr#iU CUh,«::/n — ^fcJBv^TiSBc DNA7^^7 

&mmm*&j&mw±&'?8:fe\,iiibz*>. t^tiupp 7 5 1 

- Kf 5 cDNAtfecfco ^er-e, X g t 1 0 ^^^^-ttt^I 
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"U 7<tllll7l 



O^&T** V — APP 6 9 5S:3-Kt5cDNA 

£#fc 0 APP75UAPP 6 9 5rocDNA^J(^nr7-f 
^>-fc tf*-®#£&< iSfe^ln-ftbTV^O-C, APP751©c 
DNA^o/7^^; KDNAi AP P 6 9 5©cDNA^07r- 
^DNASr#Brb??*t££«frT* APP 6 9 5©cDNAI:SRa7 p n 

C^lfi^Jl 6] t fAPP 6 9 5HS&&7y h C 6 ^ y ^--^j&ow 

77 hC6^y*— r^eja (atcc ccl 107) 3 7°c, 

Jk«P«r^tfDMEM*#*i:LT**bfc. ±CH1M 1 
fc h AP P 6 9 5M%$im7 , 7X $ KDNA 2 0 ju g Sr^W 
fittliH^i&jtoT"^^^ KDNA p TB 6 (t;i- • 7 l>7^f t- • 
7yK'77^^ 3 y, 12t, 2 0 5-2 1 7^-^ 1 9 8 7f) 

i /* gtJi^u 8 o%«s^j*t?**LfcC6^y^-— ^jSBj&^y 

#/i^!7^*ttl£&£;fH^T^ALfCo 2 4^f|fi^M7 5 0 m g 
/mlW^^ (GIBCOth) SrJnfc-a&^Srlfctt, 

w*ufc. '&t>tiitm$imi sm^^ti^tii oo ? iopbscii 

U MliijifiMO©^ 8%#y y ;V7 ^ Ky/K'SDS 

APP-77^;^P-t;^||: H-y y^-ry/^Att) £ffiv^ 
fc^x^^yT'oy h£frl\ APP 6 9 5 OHmStf^fci^C 6- 
6 9 5 - 1 8 ZntZo 

mnmi 7) thAPP 6 9 5m%m.c6?v*~- -?mj&mm±mz 

<S$.tlZ> 3 k Da^7*f FO&m 
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±fBftJK0Ul-6|5ffct: fAPP 6 9 5i^3£3iC 6 9 V ;t-^#fflJ&CDig 

tfco i-fckt>* £i\ #*±»i y * hA't±e*ifc«i 2 (2) -e 

#bttfcBA-2 7 a- M^V^ h a>*— A^** 9 A&JBV^*&#Hf 
iU :«IMIilVydac C 4 fcJflV^&ffiH P L CK: 

*7A: Vydac C4 (4. 6 x 250 mm) 

mmn- Am (o. i%fy7^tB»»^ir 5%Tirb~h 
y ^) 

Bfc (0. l%M)7;^n^t 8 0%Tirf~ 
f» y As) 

$IEi$ : 0. 5ml 

3lJfe#l9 (1) !5*tf>#&f£fi£l^B P- 9 0 a £HJ£fbLfc9 6 !)i 
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